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2005:983611 CAPLUS 
143 :292527 

Bioavailability and improved delivery of alkaline 

pharmaceutical drugs 

Yu, Ruey J.; Van Scott, Eugene J. 

USA 

U.S. Pat. Appl. Publ., 16 pp., Cont . -in-part of U.S. 

Ser. No. 792,273. 

CODEN: USXXCO 

Patent 

English 

2 



PATENT NO. 



US 2005196418 
US 2004214215 
PRIORITY APPLN. INFO. 



KIND 

Al 
Al 



DATE 



20050908 
20041028 



APPLICATION NO. 

US 2005-50434 

US 2004-792273 

US 2004-792273 

US 2003-452557P 



DATE 



20050204 
20040304 
A2 20040304 
P 20030307 



OTHER SOURCE (S) : 
AB 



MARPAT 143:292527 

Embodiments of the invention relate to a composition, a process of making the 
composition, and to the use of the composition The compns . include a mol . 
complex 

formed between an alkaline pharmaceutical drug and at least one selected from 
a hydroxy acid, a polyhydroxy acid, a related acid, a lactone, or 
combinations thereof. The compns. provide improved bioavailability and 
improved delivery of the drug into the cutaneous tissues. For example, 
diphenhydramine hydrochloride 29 g (0.1 mol) was dissolved in water and 5 
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N sodium hydroxide generating diphenhydramine free base. Gluconolactone 
18 g (0.1 mol) was added to form a mol . complex of 0.1 mol diphenhydramine 
free base with 0.1 mol gluconic acid/gluconolactone . The solution thus 
obtained was used for various forms of topical formulations including 
oil-in-water creams, lotions, gels and solns . 
IT 50-44-2, Mercaptopurine 50-81-7, Ascorbic acid, biological studies 

51-64-9, Dextroamphetamine 52-86-8, Haloperidol 57-92-1, Streptomycin, 
biological studies 58-00-4, Apomorphine 58-32-2, Dipyridamole 
58-61-7, Adenosine, biological studies 58-93-5, Hydrochlorothiazide 
70-51-9, Deferoxamine 73-48-3, Bendrof lumethiazide 76-42-6, Oxycodone 
77-86-1, Tromethamine 80-08-0, Dapsone 87-00-3, Homatropine 
101-31-5, Hyoscyamine 104-31-4, Benzonatate 113-45-1, Methyl phenidate 
127-69-5, Sulf isoxazole 147-94-4, Cytarabine 148-79-8, Thiabendazole 
303-53-7, Cyclobenzaprine 357-70-0, Galantamine 446-86-6, Azathioprine 
466-99-9, Hydromorphone 469-62-5, Propoxyphene 564-25-0, Doxycycline 
657-24-9, Metformin 671-16-9, Procarbazine 723-46-6, Sulfamethoxazole 
738-70-5, Trimethoprim 739-71-9, Trimipramine 911-45-5, Clomiphene 
1744-22-5, Riluzole 2022-85-7, Flucytosine 2152-34-3, Pemoline 
3313-26-6, Thiothixene 4291-63-8, Cladribine 4342-03-4, Dacarbazine 
5633-20-5, Oxybutynin 6493-05-6, Pentoxifylline 13292-46-1, Rifampin 

16679-58-6, Desmopressin 193 87-91-8, 
Memantine 20594-83-6, Nalbuphine 20830-81-3, 
8, Doxorubicin 24584-09-6, Dexrazoxane 
29975-16-4, Estazolam 31431-39-7, Mebendazole 



133 92-28-4, Rimantadine 
Tinidazole 19982-08-2 
Daunorubicin 23214-92 
27203-92-5, Tramadol 



32986-56-4, Tobramycin 34391-04-3, Levalbuterol 34580-13-7, Ketotifen 
36791-04-5, Ribavirin 39809-25-1, Penciclovir 40431-64-9, Dexmethyl 
phenidate 42399-41-7, Diltiazem 42794-76-3, Midodrine 52485-79-7, 
Buprenorphine 53179-11-6, Loperamide 53714-56-0, Leuprolide 



Rif apent ine 
Mitoxantrone 
Anagrelide 
Felodipine 
Omeprazole 
Famotidine 



Pentostatin 54063-53-5, Propafenone 
Nalmefene 55985-32-5, Nicardipine 
Azelastine 58957-92-9, Idarubicin 
635 90-64-7, Terazosin 
66 085-59-4, Nimodipine 
69655-05-6 , Didanosine 
72599-27-0, Miglustat 
73963-72-1, Cilostazol 
76963-41-2, Nizatidine 
Clarithromycin 81147-92-4, Esmolol 
Cabergoline 82419-36-1, Ofloxacin 
Atomoxetine 83150-76-9, Octreotide 
Fexofenadine 83881-51-0, Cetirizine 83905-01-5, Azithromycin 
84625-61-6, Itraconazole 85441-61-8, Quinapril 85622-93-1, 
Temozolomide 85721-33-1, Ciprofloxacin 86386-73-4, Fluconazole 
86541-75-5, Benazepril 87239-81-4, Cefpodoxime proxetil 88040-23 
Cefepime 88150-42-9, Amlodipine 95058-81-4, Gemcitabine 
97682-44-5, Irinotecan 100643-71-8, Desloratadine 100986-85-4, 
Levofloxacin 101828-21-1, Butenafine 103060-53-3, Daptomycin 



53910 


-25 


-1, 


55096 


-26 


-9, 


58581 


-89 


-8, 


61379 


-65 


-5, 


65271 


-80 


-9, 


68475 


-42 


-3, 


72509 


-76 


-3, 


73590 


-58 


-6, 


76824 


-35 


-6, 


81103 


-11 


-9, 


81409 


-90 


-7, 


83015 


-26 


-3, 



54143-55-4, Flecainide 
5642 0-45-2, Epirubicin 
598 03-98-4, Brimonidine 
63 675-72-9, Nisoldipine 
66104-22-1, Pergolide 
70052-12-9, Eflorni thine 
73573-87-2, Formoterol 
75847-73-3, Enalapril 
8 0621-81-4, Rif aximin 

814 03-80-7, Alfuzosin 
82626-48-0, Zolpidem 
83799-24-0, 



•7, 



Lansoprazole 103 775-14-0, Moexipri lat 
106650-56-0, Sibutramine 107233-08-9, 
Zaf irlukast 111025-46-8, Pioglitazone 
112809-51-5, Letrozole 112 811-59-3, 



104227-87-4, 
Cevimeline 
112362-50-2, 
Gatif loxacin 



103577-45-3, 
Famciclovir 
107753-78-6, 
Dalf opristin 

113665-84-2, Clopidogrel 113806-05-6, Olopatadine 115103-54-3, 
Tiagabine 115256-11-6, Dofetilide 115956-12-2, Dolasetron 
116539-59-4, Duloxetine 117467-28-4, Cefditoren pivoxil 119141-88-7, 
Esomeprazole 120014-06-4, Donepezil 120138-50-3, Quinupristin 
120279-96-1, Dorzolamide 120511-73-1, Anastrozole 123441-03-2, 
Rivastigmine 124937-51-5, Tolterodine 128196-01-0, Escitalopram 
129618-40-2, Nevirapine 129722-12-9, Aripiprazole 134678-17-4, 
Lamivudine 135729-61-2, Palonosetron 136470-78-5, Abacavir 
136817-59-9, Delavirdine 137234-62-9, Voriconazole 139264-17-8, 
Zolmitriptan 139755-83-2, Sildenafil 142340-99-6, Adefovir dipivoxil 
143322-58-1, Eletriptan 143491-57-0, Emtricitabine 144034-80-0, 
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Rizatriptan 144494-65-5, Tirofiban 144689-63-4, Olmesartan medoxomil 
144701-48-4, Telmisartan 145040-37-5, Candesartan cilexetil 
145158-71-0, Tegaserod 150378-17-9, Indinavir 151096-09-2, 
Moxifloxacin 151319-34-5, Zaleplon 152459-95-5, Imatinib 
154323-57-6, Almotriptan 159989-64-7, Nelfinavir 165800-03-3, 
Linezolid 169590-42-5, Celecoxib 170729-80-3, Aprepitant 
171596-29-5, Tadalafil 175463-14-6, Gemifloxacin 184475-35-2, 
Gefitinib 188627-80-7, Eptifibatide 191114-48-4, Telithromycin 
198904-31-3, Atazanavir 201341-05-1, Tenofovir disoproxil 224785-90-4, 
Vardenafil 226256-56-0, Cinacalcet 

RL: RCT (Reactant) ; THU (Therapeutic use); BIOL (Biological study); RACT 
(Reactant or reagent) ; USES (Uses) 

(bioavailability and improved delivery of alkaline drugs by complexation 
with acids or lactones) 
IT 50-02-2, Dexamethasone 50-03-3, Hydrocortisone 21-acetate 50-23-7, 
Hydrocortisone 50-28-2, Estradiol, biological studies 50-78-2, 
Acetylsalicylic acid 51-03-6, Piperonyl butoxide 51-21-8, 
5 -Fluorouracil 53 -43 - 0 , Dehydroepiandrosterone 53 -86 - 1 , Indomethacin 
57-13-6, Urea, biological studies 57-63-6, Ethinyl estradiol 58-95-7, 
Vitamin E acetate 65-45-2, Salicylamide 67-73-2, Fluocinolone 
acetonide 67-78-7, Triamcinolone diacetate 68-26-8, Retinol 68-88-2, 
Hydroxyzine 69-72-7, Salicylic acid, biological studies 76-22-2, 
Camphor 76-25-5, Triamcinolone acetonide 79-81-2, Retinyl palmitate 
8 9-78-1, Menthol 93-60-7, Methyl nicotinate 94-36-0, Benzoyl 
peroxide, biological studies 103-16-2, Monobenzone 108-46-3, 
Resorcinol, biological studies 108-95-2, Phenol, biological studies 
112-38-9, Undecylenic acid 116-31-4, Retinal 118-56-9, Homosalate 
118-60-5, Octyl salicylate 119-36-8, Methyl salicylate 119-61-9, 
Benzophenone, biological studies 123-31-9, Hydroquinone, biological 
studies 123-31-9D, Hydroquinone, drivs . 123-99-9, Azelaic acid, 
biological studies 124-43-6, Carbamide peroxide 126-07-8, Griseofulvin 
127-47-9, Retinyl acetate 131-57-7, Oxybenzone 136-77-6, 
Hexylresorcinol 137-66-6, Ascorbyl palmitate 139-12-8, Aluminum 
acetate 302-79-4, Retinoic acid 356-12-7, Fluocinonide 382-67-2, 
Desoximetasone 404-86-4, Capsaicin 501-30-4, Kojic acid 1143-38-0, 
Anthralin 1319-82-0, Aminocaproic acid 1321-11-5, Aminobenzoic acid 
1321-23-9, Chloroxylenol 1327-41-9, Aluminum chlorohydroxide 
1405-87-4, Bacitracin 1946-82-3, N-Acetyl -L-lysine 2152-44-5, 
Betamethasone valerate 3380-34-5, Triclosan 4759-48-2 5466-77-3, 
Octyl methoxycinnamate 5534-09-8, Beclomethasone dipropionate 
5593-20-4, Betamethasone dipropionate 5611-51-8, Triamcinolone 
hexacetonide 6205-08-9, N-Acetylornithine 7446-70-0, Aluminum 
chloride, biological studies 7488-56-4, Selenium sulfide 7512-17-6, 
N-Acetylglucosamine 7704-34-9, Sulfur, biological studies 7722-84-1, 
Hydrogen peroxide, biological studies 9012-76-4, Chitosan 13463-41-7, 
Zinc pyrithione 13609-67-1, Hydrocortisone 17-butyrate 15687-27-1, 
Ibuprofen 16395-58-7, N-Acetylprolinamide 21245-02-3, Padimate 0 
21645-51-2, Aluminum hydroxide, biological studies 22204-53-1, Naproxen 
25122-46-7, Clobetasol propionate 25655-41-8, Povidone iodine 
28088-64-4, Aminosalicylic acid 29342-05-0, Ciclopirox 52645-53-1, 
Permethrin 57524-89-7, Hydrocortisone 17-valerate 66734-13-2, Aclovate 
106685-40-9, Adapalene 112965-21-6, Calcipotriene 
RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(combination with; bioavailability and improved delivery of alkaline drugs 
by complexation with acids or lactones) 
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PATENT ASSIGNEE (S) : 
SOURCE : 
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LANGUAGE : 
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PATENT INFORMATION: 



photostability 

Chung, You -Sup; Ha, Mun-Choun 

Hanlim Pharmaceutical Co., Ltd., 

PCT Int. Appl . , 25 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



Korea 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004024690 

W: AE, AG, AL, 

CO, CR, CU, 

GH, GM, HR, 

LS, LT, LU, 

PG, PH, PL, 

TR, TT, TZ, 

RW: GH, GM, KE, 

KG, KZ, MD, 

FI, FR, GB, 

BF, BJ, CF, 
CA 2525700 
AU 2003260984 
EP 1537083 

R: AT, BE, CH, 

IE, SI, LT, 
JP 2006500428 
US 2006014795 
PRIORITY APPLN. INFO. : 



OTHER SOURCE (S) : 
GI 



Al 
AM, 
CZ, 
HU, 
LV, 
PT, 
UA, 
LS, 
RU, 
GR, 
CG, 
AA 
Al 
Al 
DE, 
LV, 
T2 
Al 



20040325 
AT, AU, AZ, 
DE, DK, DM, 
ID, IL, IN, 
MA, MD, MG, 
RO, RU, SC, 
UG, US, UZ, 
MW, MZ, SD, 
TJ, TM, AT, 
HU, IE, IT, 
CI, CM, GA, 
20040325 
20040430 
20050608 
DK, ES, FR, 
FI, RO, MK, 
20060105 
20060119 



BA, 
DZ, 
IS, 
MK, 
SD, 
VC, 
SL, 
BE, 
LU, 
GN, 



GB, 
CY, 



WO 2003- 
BB, BG, 
EC, EE, 
JP, KE, 
MN, MW, 
SE, SG, 
VN, YU, 
SZ, TZ, 
BG, CH, 
MC, NL, 
GQ, GW, 
CA 2003- 
AU 2003- 
EP 2003- 
GR, IT, 
AL, TR, 
JP 2004- 
US 2005- 
KR 2002- 
KR 2003- 
WO 2003 



KR1850 
BR, BY, 
EG, ES, 
KG, KP, 
MX, MZ, 
SK, SL, 
ZA, ZM, 
UG, ZM, 
CY, CZ, 
PT , RO , 
ML, MR, 
2525700 
260984 
795472 
LI, LU, 
BG, CZ, 
571944 
527093 
54809 
1260 
KR1850 



20030908 
BZ, CA, CH, CN # 
FI, GB, GD, GE, 
KZ, LC, LK, LR, 
NI, NO, NZ, OM, 
SY, TJ, TM, TN, 
ZW 

ZW, AM, AZ, BY, 
DE, DK, EE, ES, 
SE, SI, SK, TR, 
NE, SN, TD, TG 
20030908 
20030908 
20030908 
NL, SE, MC, PT, 
EE, HU, SK 

20030908 
20050309 
A 20020911 
A 20030109 
W 20030908 



CASREACT 140:287273 




AB The dihydrate of (S) - { - ) -amlodipine nicotinate I is prepared as a 

form of (S) - ( - ) -amlodipine with improved antihypertensive activity and 

improved photostability. (S) -(-) -amlodipine in 95% methylated spirit is 

added to a slurry of nicotinic acid in 95% methylated spirit, slowly 

heated to reflux and stirred for five hours, and cooled to 5° to 

form crystals which are washed with isopropanol; dissoln. of the salt in a 

95:5 mixture by mass (90:10 mixture by volume) of isopropanol and methanol, 

stirred at room temperature and slowly cooled to 0° to yield the 

dihydrate of I as a precipitate I»2H20 is found to be stable for three weeks 

under a 100 W incandescent bulb 30 cm. away, while (S )-(-) -amlodipine 

besylate absorbs water and changes color under the same conditions. I is 

slightly more active as an antihypertensive agent than racemic amlodipine 
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nicotinate. The anhydrous and unspecified hydrate forms of I are 

also claimed. I and its hydrated forms are claimed as antiischemic and 

antihypertensive agents. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
TI A process for the preparation of (S )-(-) -amlodipine nicotinate 

and its hydrates as antihypertensive agents with improved activity and 

photostability 

AB The dihydrate of (S )-(-) -amlodipine nicotinate I is prepared as a 

form of (S) -(-) -amlodipine with improved antihypertensive activity and 

improved photostability. (S) -(-) -amlodipine in 95% methylated spirit is 

added to a slurry of nicotinic acid in 95% methylated spirit, slowly 

heated to reflux and stirred for five hours, and cooled to 5° to 

form crystals which are washed with isopropanol; dissoln. of the salt in a 

95:5 mixture by mass (90:10 mixture by volume) of isopropanol and methanol, 

stirred at room temperature and slowly cooled to 0° to yield the 

dihydrate of I as a precipitate I«2H20 is found to be stable for three weeks 

under a 100 W incandescent bulb 30 cm. away, while (S) -(-) -amlodipine 

besylate absorbs water and changes color under the same conditions. I is 

slightly more active as an antihypertensive agent than racemic amlodipine 

nicotinate. The anhydrous and unspecified hydrate forms of I are 

also claimed. I and its hydrated forms are claimed as antiischemic and 

antihypertensive agents. 

ST S amlodipine nicotinate dihydrate nonracemic prepn; improved 

photostability antihypertensive activity S amlodipine nicotinate 

IT Anti-ischemic agents 
Antihypertensives 
Hypertension 
Ischemia 

(preparation of (S )-{-) -amlodipine nicotinate and its hydrates as 

antihypertensive agents with improved activity and photostability) 
IT 616203-96-4 

RL: PAC (Pharmacological activity) ; BIOL (Biological study) 

(improved antihypertensive activity of (S) -(-) -amlodipine 

nicotinate over racemic amlodipine nicotinate) 
IT 150566-71-5 

RL: CPS (Chemical process); PEP (Physical, engineering or chemical 
process) ; PROC (Process) 

(improved photostability of (S) -(-) -amlodipine nicotinate to 
incandescent light over (S) -(-) -amlodipine besylate) 
IT 675605-63-7P 

RL: CPS (Chemical process) ; PAC (Pharmacological activity) ; PEP (Physical, 
engineering or chemical process) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); PROC (Process); RACT (Reactant or reagent); USES (Uses) 
(preparation of (S) -(-) -amlodipine nicotinate and its hydrates as 
antihypertensive agents with improved activity and photostability) 
IT 675605-61-5P 675605-62-6P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of (S) -(-) -amlodipine nicotinate and its hydrates as 
antihypertensive agents with improved activity and photostability) 
IT 59-67-6, Nicotinic acid, reactions 103129-82-4, (S) -Amlodipine 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(preparation of (S )-(-) -amlodipine nicotinate and its hydrates as 
antihypertensive agents with improved activity and photostability) 
IT 67-56-1, Methanol, uses 67-63-0, Isopropanol, uses 7732-18-5, Water, 
uses 

RL: NUU (Other use, unclassified) ; USES (Uses) 

(solvents used in a process for the preparation of (S) -(-) -amlodipine 
nicotinate and its hydrates, antihypertensive agents with 
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improved activity and photostability) 
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2003:950065 CAPLUS 
140:19834 

Pharmaceutically acceptable salt of amlodipine and 
method of preparing the same 

Lee, Fang Yu; Huang, Tsang-Miao; Chung, Chao-Ho 

Yung Shin Pharmaceutical Industrial Co., Ltd., Taiwan 

U.S. Pat. Appl. Publ . , 4 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



US 2003225143 

US 6699892 
PRIORITY APPLN. INFO. 
GI 



KIND 

Al 
B2 



DATE 

20031204 
20040302 



APPLICATION NO. 
US 2002-160154 
US 2002-160154 



DATE 

20020604 

20020604 




AB The present invention discloses a novel and improved pharmaceutical salt, 
nicotinate/ of amlodipine having the 'following formula (I) . The 
present invention also discloses methods for preparing and using the same. 

AB The present invention discloses a novel and improved pharmaceutical salt, 
nicotinate, of amlodipine having the following formula (I). The 
present invention also discloses methods for preparing and using the same. 

ST amlodipine nicotinate calcium channel blocker antihypertensive 

IT 111470-99-6, Amlodipine besylate 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(pharmaceutically acceptable salt of amlodipine) 
IT 59-67-6, Nicotinic acid, reactions 88150-42-9, Amlodipine 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(pharmaceutically acceptable salt of amlodipine) 
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preparation thereof 

INVENTOR (S) : Chung, You -Sup; Ha, Mun-Choun 

PATENT ASSIGNEE(S): Hanlim Pharmaceutical Co., Ltd., S. Korea 

SOURCE: PCT Int. Appl., 34 pp. 
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DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2003089414 
W: 



20030411 



KR 2003081006 
AU 2003225370 
EP 1499592 

R : AT , BE , 
IE, SI, 
JP 2005521751 
PRIORITY APPLN. INFO 



AB 



A 
A 
W 



20030109 
20030411 
20030411 



20030411 
20020413 
20030109 
20030411 



Al 20031030 WO 2003-KR734 
AE , AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI , GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KZ, LC, LK, LR, LS , 
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ , NI , NO, NZ, OM, PH, 
PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, TJ, TM, TN, TR, TT, TZ, 
UA, UG, UZ, VC, VN, YU, ZA, ZM, ZW 
RW: GH, GM, KE, LS, MW, MZ, SD, SL, SZ, TZ , UG, ZM, ZW, AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, 
FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, TR, 
BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
A 20031017 KR 2003-1259 

Al 20031103 AU 2003-225370 
Al 20050126 EP 2003-746896 
CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, SK 

T2 20050721 JP 2003-586135 
: KR 2002-20268 

KR 2003-1259 
WO 2003-KR734 

The present invention provides a novel salt of amlodipine, i.e., a 
nicotinic acid salt of amlodipine, a process for preparing the same, and a 
pharmaceutical composition comprising the same as an active ingredient. 
Amlodipine nicotinate shows an improved photostability, 

physicochem. properties, such as solubility, stability, nonhygroscopicity , and 
processability, and an enhanced Pharmacol, activity. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
Amlodipine nicotinate and process for the preparation thereof 
The present invention provides a novel salt of amlodipine, i.e., a 
nicotinic acid salt of amlodipine, a process for preparing the same, and a 
pharmaceutical composition comprising the same as an active ingredient. 
Amlodipine nicotinate shows an improved photostability, 

physicochem. properties, such as solubility, stability, nonhygroscopicity, and 
processability, and an enhanced Pharmacol, activity, 
amlodipine nicotinate prepn 
Anti-ischemic agents 
Antihypertensives 
Recrystallization 

(preparation and recrystn. of amlodipine nicotinate) 
67-56-1, Methanol, uses 67-63-0, Isopropanol, uses 
RL: NUU (Other use, unclassified); USES (Uses) 

(preparation and recrystn. of amlodipine nicotinate) 
616203-96-4P 616203-98-6P 

RL: PRP (Properties); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and recrystn. of amlodipine nicotinate) 
59-67-6, Nicotinic acid, reactions 88150-42-9, Amlodipine 
RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation and recrystn. of amlodipine nicotinate) 
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TITLE: Polymorphism of drug metabolizing enzymes and side 

effects of drugs 

AUTHOR(S): Kuhn, Urs D.; Farker, Katrin; Hippius, Marion; 

Reimann, Ilselore R. ; Kuschel, Ursula; Cercasov, 
Michael; Buchardt, C. ; Schmechel, Harald; Hoffmann, 
Annemarie 

CORPORATE SOURCE: Institute of Clinical Pharmacology, Friedrich Schiller 

University Jena, Jena, 07743, Germany 
SOURCE: Nova Acta Leopoldina (2003), 87(329, Molecular 

Investigation of Metabolism and Transport of Drugs: 

From Animal to Human Tissue) , 221-229 

CODEN: NO ALA 4 ; ISSN: 03 6 9-5034 
PUBLISHER: Deutsche Akademie der Naturf orscher Leopoldina 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB In a multicenter study granted by the German Federal Institute for Drugs 
and Medical Devices (BfArM) adverse drug reactions (ADR) leading to 
hospitalization into departments of internal medicine have been registered 
and evaluated. As a supplemental investigation for those cases found in 
the local area (Weimar and Jena) we routinely screened cases out of this 
study for polymorphisms of drug metabolizing enzymes. To investigate 
possible implications on ADR, we genotyped these cases for 
N-acetyltransf erase 2 (NAT2) , cytochrome P 450 (CYP) 2D6 and 2C19 for 
about 11/2 yr (2000/2001) in comparison to a control population of the 
same region. Genotype was determined by means of the polymerase chain reaction 
using allele-specif ic primers or restriction enzyme anal. Over all ADR 
cases screened, no exceptional frequencies for slow acetylators (NAT2) or 
poor metabolizers (PM) of CYP 2D6 and 2C19 were found. About 63 % of the 
individuals with ADR genotypically displayed a slow acetylator state 
(total analyzed n = 136), with no difference to value of controls (60 %) . 
8.8 % PM for CYP 2D6 (also no difference to controls), including CYP 
2D6*3, *4 and *6 alleles, and 2 . 9 % PM frequency for CYP 2C19 (*2/*2) (in 
accordance with literature control values) have been found in ADR cases 
(total analyzed n = 170) . Only in few of them (such as with propranolol, 
diazepam and prajmaline) a direct connection between PM genotype and the 
ADR observed may be assumed. Including further cases of the multicenter 
study in a cooperative manner might be necessary and useful to obtain more 
data and to allow to focus on drug classes or specific drugs, certain ADR 
and genotype . 

REFERENCE COUNT: 31 THERE ARE 31 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT 52-01-7, Spironolactone 52-53-9, Verapamil 57-41-0, Phenytoin 
60-56-0, Methimazole 60-87-7, Promethazine 71-63-6, Digitoxin 
315-30-0, Allopurinol 435-97-2, Phenprocoumon 437-74-1, Xanthinol 
nicotinate 439-14-5, Diazepam 446-86-6, Azathioprine 
525-66-6, Propranolol 1893-33-0, Pipamperone 3930-20-9, Sotalol 
9004-10-8, Insulin, biological studies 10238-21-8, Glibenclamide 
15307-86-5, Diclofenac 35080-11-6, Prajmaline 51384-51-1, Metoprolol 
56980-93-9, Celiprolol 66357-35-5, Ranitidine 66722-44-9, Bisoprolol 
85721-33-1, Ciprofloxacin 87333-19-5, Ramipril 88150-42-9/ 
Amlodipine 106266-06-2, Risperidone 

RL: ADV (Adverse effect, including toxicity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(drug metabolizing enzymes polymorphism and side effects of drugs) 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



U.S. Pat. Appl. Publ., 3 2 pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



US 2003162824 
PRIORITY APPLN. INFO. 



KIND 



Al 



DATE 



APPLICATION NO. 



DATE 



20030828 



OTHER SOURCE (S) : 
AB 



IT 



US 2002-292255 20021112 
US 2001-331346P P 20011112 

US 2001-338291P P 20011113 

MAR PAT 139:191440 

Methods for treating or preventing one or more cardiovascular conditions 
in a subject comprises treating the subject with a therapeutically 
effective amount of a selective cyclooxygenase- 1 inhibitor or a 
pharmaceutically-acceptable salt, tautomer or prodrug thereof alone or in 
combination with either a drug used in the treatment or prevention of a 
cardiovascular condition or a non-drug therapy used in the treatment of a 
cardiovascular condition. Cyclooxygenase- 1 inhibitor, 

5- (4-Chlorophenyl) -1- (4 -methoxyphenyl ) -3- ( trif luoromethyl ) pyrazole (I) , 
was prepared from 4 ' -chloroacetophenone and (4 -methoxyphenyl ) hydrazine 
hydrochloride. I inhibited development of atherosclerosis in 
cholesterol -fed apoE knockout mice. 

52-53-9, Verapamil 390-64-7, Prenylamine 3416-26-0, Lidoflazine 
6621-47-2, Perhexiline 15793-40-5, Terodiline 16662-47-8, Gallopamil 
21829-25-4, Nifedipine 31309-39-4, Medipine 39562-70-4, Nitrendipine 
Diltiazem 55985-32-5, Nicardipine 63675-72-9, Nisoldipine 
Bepridil 72509-76-3, Felodipine 75530-68-6, Nilvadipine 
Isradipine 86780-90-7, Aranidipine 88150-42-9/ 

Clentiazem 100427-26-7, Lercanidipine 
104 713-75-9, Barnidipine 105 97 9-17-7, 
Ef onidipine 116476-13-2, Semotiadil 
119413-55-7, Elgodipine 132203-70-4, 



42399-41-7, 

64706-54-3, 

75695-93-1, 

Amlodipine 

103890-78-4, 

Benidipine 

116644-53-2, 



96125-53-0, 
Lacidipine 
111011-63-3, 
Mibef radii 



Cilnidipine 

RL: BSU (Biological study, unclassified) ; PAC (Pharmacological activity) ; 
THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(calcium channel blocker; cyclooxygenase- 1 inhibitor for treating or 
preventing cardiovascular conditions) 
IT 54-32-0, Moxisylyte 58-82-2, Bradykinin 69-25-0, Eledoisin 342-10-9, 
Kallidin 395-28-8, Isoxsuprine 437-74-1, Xanthinolniacinate 
447-41-6, Nylidrin 745-65-3, Prostaglandin El 1976-28-9, Aluminum 
nicotinate 3605-01-4, Piribedil 3703-79-5, Bamethan 

5638-76-6, Betahistine 6493-05-6, Pentoxifylline 6556-11-2, Inositol 

9001-01-8, Kallikrein 14176-10-4, 
22103-14-6, Bufeniode 22131-35-7, 
54767-75-8, Suloctidil 55837-25-7, 
57475-17-9, Brovincamine 78919-13-8, Iloprost 
RL: BSU (Biological study, unclassified); PAC (Pharmacological activity) ; 
THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(peripheral vasodilator; cyclooxygenase- 1 inhibitor for treating or 
preventing cardiovascular conditions) 
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TG 


us 


2002183297 




Al 




20021205 




US 2002- 


77289 




20020215 



PRIORITY APPLN. 
AB 



INFO. 



A 20010214 



US 2001-681189 

Pharmaceutical compns . containing phytosterols and/or blood flow stimulants 
are described to promote hair growth through stimulation of follicular 
cells, bulb cells and stem cells in the scalp to treat the condition of 
alopecia in humans and animals. For example, a hair growth promoting 
solution contained 0-sitosterol 10%, capsaicin 0.075%, DMSO 5%, and ale. 
up to 100%. 

IT 50-60-2, Phentolamine 50-81-7, Vitamin C, biological studies 50-99-7, 
D-Glucose, biological studies 52-53-9, Verapamil 52-90-4, L-Cysteine, 
biological studies 55-63-0, Glyceryl trinitrate 56-89-3, L-Cystine, 
biological studies 57-06-7, Mustard oil 57-13-6, Urea, biological 
studies 57-50-1D, Sucrose, fatty acid esters 58-32-2, Dipyridamole 
58-61-7, Adenosine, biological studies 59-67-6D, Nicotinic acid, esters 
and salts 59-96-1, Phenoxybenzamine 63-68-3, L-Methionine, biological 
studies 64-17-5, Ethanol, biological studies 67-56-1, Methyl alcohol, 
biological studies 67-63-0, Isopropyl alcohol, biological studies 
67-68-5, Dimethyl sulfoxide, biological studies 68-12-2, 
N, N-Dimethylf ormamide, biological studies 68-19-9, Cyanocobalamin 
73-31-4, Melatonin 75-12-7, Formamide, biological studies 79-20-9, 
Methyl acetate 83-46-5, p-Sitosterol 86-54-4, Hydralazine 
89-78-1, Menthol 93-60-7, Methyl nicotinate 96-49-1, 
Ethylene carbonate 97-64-3, Ethyl lactate 100-51-6, Benzyl alcohol, 
biological studies 100-55-0, Nicotinyl alcohol 109-02-4, 
N-Methylmorpholine 109-89-7, Diethylamine, biological studies 
110-91-8, Morpholine, biological studies 110-91-8D, Morpholine, derivs . 
112-86-7, Erucic acid 113-15-5, Ergotamine 119-36-8, Methyl salicylate 
120-93-4, 2-Imidazolidinone 404-86-4, Capsaicin 497-26-7, 
2 -Methyl- 1, 3-dioxolane 505-22-6, 1, 3-Dioxane 626-68-6, 
2-Methyl-l, 3-dioxane 646-06-0, 1, 3 -Dioxolane 745-65-3, Alprostadil 
872-50-4, N-Methyl-2-pyrrolidone, biological studies 1131-64-2, 
Debrisoquine 1406-18-4, Vitamin E 1934-21-0, Tartrazine 3812-32-6, 
Carbonate, biological studies 5551-77-9 5638-76-6, Betahistine 
6493-05-6, Oxpentif ylline 7782-49-2, Selenium, biological studies 
11103-57-4, Vitamin A 12001-76-2, Vitamin B 16051-77-7, Isosorbide 
mononitrate 18494-60-5 19216-56-9, Prazosin 23869-24-1 36894-69-6 
38304-91-5, Minoxidil 42399-41-7, Diltiazem 
65141-46-0, Nicorandil 66085-59-4, Nimodipine 
74191-85-8, Doxazosin 75847-73-3, Enalapril 
82834-16-0, Perindopril 85441-61-8, Quinapril 
87679-37-6, Trandolapril 88150-42-9, Amlodipine 
Cilazapril 98048-97-6, Fosinopril 138402-11- 



62571-86-2, Captopril 
72509-76-3, Felodipine 

76547-98-3 , Lisinopril 
87333-19-5, Ramipril 
88768-40-5, 
-6, Irbesartan 



RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(topical solns. containing phytosterol and rubefacient or vasodilator for 
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2002:594659 CAPLUS 
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Storage stable binding agents for topical and 

transdermal drug delivery systems 

Petereit, Hans-Ulrich; Assmus, Manfred; Beckert, 

Thomas; Bergmann, Guenther; Zacharias, Stephanie 

Roehm GmbH & Co . KG, Germany 

PCT Int. Appl., 27 pp. 

CODEN: PIXXD2 

Patent 

German 

1 



PATENT NO. 


KIND 
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APPLICATION NO. 


DATE 


WO 


2002060417 


Al 


20020808 


WO 
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WO 
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20180358 
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20030306 


DE 


2001-20180358 


20010129 
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2004517157 


T2 
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2002-560610 


20010129 


US 


2005019381 


Al 


20050127 


US 


2002-239187 


20021230 



PRIORITY APPLN. INFO.: WO 2001-EP923 W 20010129 

AB The invention relates to a binding agent for dermal or transdermal 

therapeutic systems. Said binding agent comprises (a) a (meth) acrylate 
copolymer consisting of radically polymerized CI to C4 alkyl esters of acrylic 
or methacrylic acid and (meth) acrylate monomers with a cationic ammonium 
group in the alkyl radical, containing (b) between 0.1 and 45 weight %, in 
relation to (a) , of an organic dicarboxylic acid or tricarboxylic acid or an 
acrylate or (meth) acrylate polymer or copolymer containing acid groups, and 
(c) between 20 and 80 weight %, in relation to (a) , of a plasticizer, and (d) 
optionally a pharmaceutical active ingredient and/or pharmaceutical^ standard 
additives. The invention is characterized in that the plasticizer used is 
di-Et sebacate. Thus an EUDRAGIT E 100 adhesive formulation contained 
di-Et sebacate and succinic acid; adhesive properties are presented. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

IT 50-28-2, Estradiol, biological studies 50-48-6, Amitriptyline 50-52-2, 
Thioridazine 50-78-2, Acetylsalicylic acid 50-81-7, L-Ascorbic acid, 
biological studies 51-34-3, Scopolamine 52-53-9, Verapamil 53-86-1, 
Indometacin 54-11-5, Nicotine 54-31-9, Furosemid 55-63-0, 
Glyceroltrinitrate 56-54-2, Quinidine 57-27-2, Morphin, biological 
studies 57-63-6, Ethinylestradiol 58-22-0, Testosteron 58-55-9, 
Theophylline, biological studies 59-05-2, Methotrexate 67-20-9, 
Nitrofurantoin 77-92-9, Citric acid, biological studies 87-33-2, 
Isosorbide dinitrate 94-24-6, Amethocaine 103-90-2, Paracetamol 
110-15-6, Succinic acid, biological studies 110-17-8, Fumaric acid, 
biological studies 110-40-7, Diethyl sebacate 113-92-8, 
2-Pyridinepropanamine, y- (4 -chlorophenyl ) -N, N-dimethyl- , 
(2Z) -2-butenedioate (1:1) 155-97-5, Pyridostigmine 315-30-0, 
Allopurinol 317-34-0, Aminophylline 364-62-5, Metoclopramide 
437-38-7, Fentanyl 437-74-1, Xantinol nicotinate 465-65-6, 
Naloxone 479-92-5, Propyphenazone 525-66-6, Propranolol 604-75-1, 
Oxazepam 886-38-4, 2 -Cyclopropen- 1 -one, 2 , 3 -diphenyl - 1143-38-0, 
Dithranol 2179-37-5, Bencyclane 2530-97-4, Xanthinol 3737-09-5, 
Disopyramide 4205-90-7, Clonidine 4498-32-2, Dibenzepine 4499-40-5, 
Choline theophyllinate , biological studies 5104-49-4, Flurbiprofen 
5633-20-5, Oxybutynin 5636-83-9, Dimetindene 6452-71-7, Oxprenolol 
6493-05-6, Pentoxifylline 7439-93-2, Lithium, biological studies 
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7440-09-7, Potassium, biological studies 9007-12-9, Calcitonin 
13523-86-9, Pindolol 14838-15-4, Norephedrine 15307-86-5, Diclofenac 
Ibuprofen 16051-77-7, Isosorbide mononitrate 16662-47-8, 
18559-94-9, Salbutamol 18683-91-5, Ambroxol 21829-25-4, 
22071-15-4, Ketoprofen 22204-53-1, Naproxen 23031-25-6, 
24938-16-7, EUDRAGIT E 100 25717-80-0, Molsidomine 
Gemfibrozil 27203-92-5, Tramadol 28981-97-7, Alprazolam 



15687-27-1, 
Gallopamil 
Nifedipine 
Terbutalin 
25812-30-0, 
29122-68-7, Atenolol 
423 99-41-7, Diltiazem 
52485-79-7, 
55837-27-9, 
66085-59-4, 
79902-63-9, 
Amlodipine 



41859-67-0, Bezafibrate 
51384-51-1, Metoprolol 
55837-25-7, Buflomedil 
63675-72-9, Nisoldipine 
7533 0-75-5, Lovastatin 



31329-57-4, Naf tidrof uryl 
4 9562-28-9, Fenof ibrate 
Buprenorphine 53 808-88-1, Lonazolac 
Piretanide 55985-32-5, Nicardipine 
Nimodipine 72522-13-5, Eptazocine 
Simvastatin 81093-37-0, Pravastatin 88150-42-9, 
93413-69-5, Venlafaxine 93957-54-1, Fluvastatin 
13 4523-0 0-5, Atorvastatin 145599-86-6, Cerivastatin 
RL: PEP (Physical, engineering or chemical process) ; PYP (Physical 
process) ; THU (Therapeutic use) ; BIOL (Biological study) ; PROC (Process) ; 
USES (Uses) 

(binding agent which is stable in storage and used for pharmaceutical 
applications) 
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Capillary zone electrophoresis in a comprehensive 
screen for basic drugs in whole blood 
Hudson, J.C.; Golin, M. ; Malcolm, M. 

Toxicology Section, RCMP Forensic Laboratory, Regina, 
SK, S4P 3J7, Can. 

Journal - Canadian Society of Forensic Science (1995) , 
28(2), 137-52 

CODEN: JCFSBP; ISSN: 0008-5030 
Canadian Society of Forensic Science 
Journal 
English 

Capillary zone electrophoresis (CZE) is shown to be capable of detecting a 
large number of basic drugs at concns . considered to be forensically 
significant. A procedure for preparing exts. of whole blood for anal, by CZE 
is presented. Relative migration times are presented for over 400 drugs, 
analyzed using 100 mmol/L phosphate run buffer of pH 2.5 and pH 9.5. 
50-36-2, Cocaine 50-47-5, Desipramine 50-48-6, Amitriptyline 

50- 49-7, Imipramine 50-53-3, Chlorpromazine , analysis 50-55-5, 
Reserpine 50-60-2, Phentolamine 51-06-9, Procainamide 51-12-7, 
Nialamide 51-34-3, Scopolamine 51-41-2, Noradrenaline 51-45-6, 
Histamine, analysis 51-55-8, Atropine, analysis 51-67-2, Tyramine 

51- 71-8 52-53-9, Verapamil 52-86-8, Haloperidol 54-04-6, Mescaline 
54-11-5, Nicotine 54-36-4, Metyrapone 54-49-9, Metaraminol 54-92-2, 
Iproniazid 55-73-2, Bethanidine 56-54-2, Quinidine 57-13-6, Urea, 
analysis 57-24-9, Strychnine 57-27-2, Morphine, analysis 57-42-1, 
Meperidine 57-47-6, Eserine 58-00-4, Apomorphine 58-08-2, Caffeine, 
analysis 58-25-3, Chlordiazepoxide 58-32-2, Dipyridamole 58-37-7, 
Aminopromazine 58-39-9, Perphenazine 58-40-2, Promazine 58-55-9, 
Theophylline, analysis 58-73-1, Diphenhydramine 58-74-2, Papaverine 
59-30-3, Folic Acid, analysis 59-42-7, Phenylephrine 59-46-1, Procaine 

59- 67-6, Nicotinic Acid, analysis 59-96-1, Phenoxybenzamine 59-98-3, 
Tolazoline 60-40-2, Mecamylamine 60-79-7, Ergonovine 60-87-7 

60- 91-3, Diethazine 60-99-1, Methotrimeprazine 61-00-7, Acepromazine 

61- 50-7 61-54-1, Tryptamine 61-78-9 62-67-9, Nalorphine 63-12-7, 
Benzquinamide 63-75-2, Arecoline 63-84-3 64-04-0, 
P-Phenethylamine 64-95-9, Adiphenine 65-23-6, Pyridoxine 

65-71-4, Thymine 66-22-8, Uracil, analysis 68-88-2, Hydroxyzine 
69-23-8, Fluphenazine 71-63-6, Digitoxin 71-68-1, Dilaudid 72-44-6, 



10/527, 093 



Methaqualone 72-69-5, Nortriptyline 73-24-5, Adenine, analysis 
74-89-5, Methylamine, analysis 75-50-3, Trimethylamine, analysis 
76-41-5, Oxymorphone 76-42-6, Oxycodone 76-57-3, Codeine 76-99-3, 
Methadone 77-07-6, Levorphan 77-10-1, Phencyclidine 77-15-6, 
Ethoheptazine 77-19-0, Dicyclomine 77-20-3, Alphaprodine 77-22-5, 
Caramiphen 77-23-6, Carbetapentane 77-37-2, Procyclidine 77-38-3, 
Chlorphenoxamine 77-39-4, Cycrimine 78-51-3 81-13-0, Dexpanthenol 

82- 88-2 82-92-8, Cyclizine 83-67-0, Theobromine 83-74-9, Ibogaine 

83- 98-7, Orphenadrine 84-06-0, Thiopropazate 84-22-0, Tetrahydrozoline 
85-18-7, 8-Chloro theophylline 85-79-0, Cinchocaine 86-13-5 86-21-5, 
Pheniramine 86-22-6, Brompheniramine 86-43-1, Propoxycaine 86-54-4, 
Hydralazine 87-00-3, Homatropine 90-39-1, Sparteine 90-69-7, 
Lobeline 90-82-4, Pseudoephedrine 90-84-6, Diethylpropion 91-80-5, 
Methapyrilene 91-81-6, Tripelennamine 91-82-7, Pyrrobutamine 91-84-9 
91-85-0, Thonzylamine 92-12-6, Phenyl toloxamine 92-13-7, Pilocarpine 

93- 3 0-1, Methoxyphenamine 93-60-7, Methyl nicotinate 

94- 24-6, Tetracaine 94-25-7 94-78-0, Phenazopyridine 97-05-2, 
Sulf osalicylic acid 97-77-8, Disulfiram 98-92-0, Nicotinamide 

99- 43-4, Benoxinate 99-45-6, Adrenalone 100-55-0, Nicotinyl Alcohol 

100- 88-9, Cyclamic Acid 100-91-4, Eucatropine 101-40-6, 
Propylhexadrine 101-93-9, Phenacaine 102-45-4, Cyclopentamine 
103-79-7, Phenyl acetone 103-82-2, Phenylacetic acid, analysis 
103-86-6, Hydroxyamphetamine 104-31-4, Benzonatate 105-20-4, Betazole 
107-43-7, Betaine 110-15-6, Butanedioic acid, analysis 110-60-1, 
Putrescine 110-89-4, Piperidine, analysis 113-15-5, Ergotamine 
113-45-1, Methylphenidate 113-53-1, Dothiepin 113-59-7, 
Chlorprothixene 114-86-3, Phenformin 115-46-8, Azacyclonol 117-89-5, 
Trifluoperazine 117-96-4, Diatrizoate 118-23-0, Bromodiphenhydramine 
120-57-0, Piperonal 125-29-1, Hydrocodone 125-30-4, Dioni'n 125-53-1, 
Oxyphencyclimine 125-71-3, Dextromethorphan 125-73-5, Dextrorphan 
128-37-0, Butylated hydroxytoluene, analysis 129-03-3, Cyproheptadine 
130-86-9, Protopine 131-28-2, Narceine 132-22-9 133-16-4, Chloro 
procaine 134-49-6, Phenmetrazine 137-58-6, Lidocaine 138-56-7, 
Trimethobenzamide 140-65-8, Pramoxine 143-57-7, Protoveratrine 
144-11-6, Trihexyphenidyl 144-14-9, Anileridine 144-62-7, Ethanedioic 
acid, analysis 146-22-5, Nitrazepam 146-36-1, Azapetine 146-48-5, 
Yohimbine 146-54-3, Fluopromazine 147-20-6, Diphenylpyraline 
149-16-6, Butacaine 150-59-4, Alverine 152-02-3, Levallorphan 
153-76-4, Gallamine 155-09-9, Tranylcypromine 156-38-7 156-43-4, 
p-Phenetidine 244-63-3, Norharman 256-96-2, Iminostilbene 299-42-3, 
Ephedrine 300-62-9, Amphetamine 302-27-2, Aconitine 302-33-0, 
Proadifen 303-48-0, Desmethylclomipramine 303-49-1, Clomipramine 
303-53-7, Cyclobenzaprine 304-21-2, Harmaline 309-29-5, Doxapram 
315-30-0, Allopurinol 316-81-4, Thioproperazine 317-34-0, 
Aminophylline 340-57-8, Mecloqualone 357-57-3, Brucine 359-83-1, 
Pentazocine 361-37-5, Methysergide 364-62-5 364-98-7, Diazoxide 
365-26-4, Hydroxyephedrine 390-28-3, Methoxamine 390-64-7, Prenylamine 
395-28-8 396-01-0, Triamterene 404-86-4, Capsaicin 435-97-2, 
Phenprocoumon 437-38-7, Fentanyl 437-74-1 438-60-8, Protriptyline 
439-14-5, Diazepam 442-51-3, Harmine 447-41-6, Buphenine 458-24-2, 
Fenfluramine 458-88-8, Coniine 462-94-2, Cadaverine 465-65-6, 
Naloxone 467-85-6, Normethadone 469-21-6 469-62-5, Propoxyphene 
476-69-7, Corydine 479-18-5, Diprophylline 486-12-4, Triprolidine 
486-56-6, Cotinine 486-84-0, Harman 499-67-2, Proparacaine 503-01-5, 
Isometheptene 511-08-0, Ergocristine 511-09-1, Ergocryptine 
511-12-6, Dihydroergotamine 512-15-2, Cyclopentolate 517-66-8, 
Dicentrine 519-09-5, Benzoylecgonine 519-37-9, Oxyethyl theophylline 
520-52-5, Psilocybin 520-53-6, Psilocin 522-00-9, Ethopropazine 
522-66-7 , Hydroquinine 

RL: ANT (Analyte) ; ANST (Analytical study) 

(capillary zone electrophoresis in a comprehensive screen for basic 
drugs in whole blood) 
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IT 523-87-5, Dimenhydrinate 525-66-6, Propranolol 526-36-3, 

Xylometazoline 532-77-4, Hexylcaine 537-46-2, Methamphetamine 
539-15-1, Hordenine 555-30-6, Methyl dopa 561-27-3, Heroin 569-65-3, 
Meclizine 584-79-2, Allethrin 586-60-7, Dyclonine 589-08-2, n-Methyl 
phenethylamine 604-75-1, Oxazepam 616-91-1, Acetylcysteine 642-72-8, 
Benzydamine 646-02-6, Itramin 653-03-2, Butaperazine 657-24-9, 
Metformin 660-88-8, 5-Aminovaleric Acid 721-50-6, Prilocaine 
739-71-9, Trimipramine 835-31-4, Naphazoline 846-49-1, Lorazepam 
846-50-4, Temazepam 865-04-3, Methoserpidine 911-45-5, Clomiphene 
915-30-0, Diphenoxylate 963-39-3, Demoxepam 968-81-0, Acetohexamide 
972-02-1, Diphenidol 1083-09-6, 2,4, 5 -Trimethoxyamphetamine 1088-11-5, 
Nordiazepam 1113-60-6, Hydroxypyruvic acid 1131-64-2, Debrisoquine 
1134-47-0, Baclofen 1225-56-5, Nordoxepin 1356-18-9, Cryptenamine 
1420-55-9, Thiethylperazine 1435-55-8, Hydroquinidine 1491-59-4, 
Oxymetazoline 1622-62-4, Flunitrazepam 1668-19-5, Doxepin 1812-30-2, 
Bromazepam 1841-19-6, Fluspirilene 1977-10-2, Loxapine 1982-37-2, 
Methdilazine 2062-78-4, Pimozide 2086-83-1, Berberine 2293-21-2, 
Desmethyl trimipramine 2622-26-6, Pericyazine 2709-56-0, Flupenthixol 
2886-65-9 2898-12-6, Medazepam 2898-13-7, Sulazepam 2955-38-6, 
Prazepam 3313-26-6, Thiothixene 3635-74-3, Deanol acetamidobenzoate 
3737-09-5, Disopyramide 3811-25-4, Clorprenaline 3819-00-9, 
Piperacetazine 3930-20-9, Sotalol 3964-81-6, Azatadine 4205-90-7, 
Clonidine 4764-17-4, MDA 5005-55-0, P-Chlorodisopyramide 5588-33-0, 
Mesoridazine 5633-20-5, Oxybutynin 5634-34-4, Ambuphylline 
5638-76-6, Betahistine 5721-37-9, Desmethylmaprot iline 5786-21-0, 
Clozapine 6284-40-8, Meglumine 6740-88-1, Ketamine 7143-09-1, 
Methylecgonine 7261-97-4, Dantrolene 7683-59-2, Isoproterenol 
7722-15-8, Desmethylchlordiazepoxide 9005-49-6, Heparin, analysis 
10238-21-8, Glyburide 10262-69-8, Maprotiline 13392-18-2, Fenoterol 
13523-86-9, Pindolol 14008-44-7, Metopimazine 14028-44-5, Amoxapine 
14 611-51-9, Selegiline 



Flavoxate 
15686-51-8, 
18559-94-9, 
19794-93-5D, 



15574-96-6, 
Clemastine 
Salbutamol 
Trazodone, 



Phenylpropanolamine 15301-69-6 , 
15676-23-0, Nordextrorphan 
Metolazone 17617-23-1, Flurazepam 
Prazosin 19794-93-5, Trazodone 
20594-83-6, Nalbuphine 20830-75-5, 



14838-15-4, 
Pizotyline 
17560-51-9, 
19216-56-9, 
metabolites 

Digoxin 21829-25-4, Nifedipine 22232-71-9, Mazindol 23031-25-6, 
Terbutaline 23092-17-3, Halazepam 23887-31-2, Clorazepate 
23964-58-1, Articaine 24219-97-4, Mianserin 24526-64-5, Nomifensine 
24558-01-8, Phacetoperane 24815-24-5, Rescinnamine 25013-16-5, 
Butylatedhydroxyanisole 26839-75-8, Timolol 27175-64-0, 

Dimethylpyridine 27223 -35-4 , Ketazolam 28777-87-9, Hydroxybenzaldehyde 
28797-61-7, Pirenzepine 28911-01-5, Triazolam 28981-97-7, Alprazolam 
Atenolol 29975-16-4, Estazolam 30392-40-6, Bitolterol 
Mexiletine 34368-04-2, Dobutamine 34580-13-7, Ketoti fen 
34911-55-2, Bupropion 35022-68-5, Dipyridone 36322-90-4 
Norpseudoephedrine 36505-84-7, Buspirone 36894-69-6, 
37517-30-9, Acebutolol 37571-84-9, Amidephrine 38304-91-5, 
38396-39-3, Bupivacaine 38677-81-5, Pirbuterol 39133-31-8, 

39860-99-6, Pipotiazine 41708-72-9, Tocainide 
Nadolol 42399-41-7, Diltiazem 42408-82-2, Butorphanol 
Midodrine 43200-80-2, Zopiclone 47141-42-4, Levobunolol 
Terfenadine 51384-51-1, Metoprolol 51481-61-9, Cimetidine 
53179-11-6, Lope rami de 
54143-55-4, Flecainide 
55142-85-3, Ticlopidine 
59467-70-8, Midazolam 
63612-50-0, Nilutamide 
66357-3 5-5, Ranitidine 
Norpropoxyphene 68844-77-9, Astemizole 71320-77-9, 

72332-33-3, Procaterol 73590-58-6, Omeprazole 
Doxazosin 75847-73-3, Enalapril 76963-41-2, Nizatidine 
Flumazenil 79617-96-2, Sertraline 79794-75-5 81147-92-4, 



29122-68-7, 
31828-71-4, 
34781-45-8 
36393-56-3, 
Labetalol 
Minoxidil 
Trimebutine 
42200-33-9, 
42794-76-3, 
50679-08-8, 
52468-60-7, 
54063-53-5, 
54910-89-3, 
57808-66-9, 
63590-64-7, 
65899-73-2, 
66796-40-5, 
Moclobemide 
74191-85-8, 
78755-81-4, 



Flunarizine 

Propafenone 

Fluoxetine 

Domperidone 

Terazosin 

Tioconazole 



53230-10-7, Mefloquine 
5473 9-18-3, Fluvoxamine 
55985-32-5, Nicardipine 
61869-08-7, Paroxetine 
6 5277-42-1, Ketoconazole 
66778-36-7, Encainide 
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Esmolol! 85441-61-8, Quinapril 88150-42-9, Amlodipine 
99614-02-5, Ondansetron 106266-06-2, Risperidone 
RL: ANT (Analyte) ; ANST (Analytical study) 

(capillary zone electrophoresis in a comprehensive screen for basic 
drugs in whole blood) 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



US PAT FULL on STN 

2006 : 74754 US PAT FULL 

4 -Amino substituted-2-substituted-l, 2,3,4- 
tetrahydroquinoline compounds 

Ruggeri, Roger B . , Waterford, CT, UNITED STATES 
Magnus -Aryitey, George, Ledyard, CT, UNITED STATES 
Shanker, Ravi M., Groton, CT, UNITED STATES 
Lorenz, Douglas A., Bend, OR, UNITED STATES 
Garr, Cheryl D., Redmond, OR, UNITED STATES 
Pfizer Inc (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2006063803 Al 20060323 

US 2005-187854 Al 20050725 (11) 



NUMBER 



DATE 



20050303 
20040923 



(60) 
(60) 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB 4-Amino substituted-2 -substituted- 1 , 2 , 3 , 4 -tetrahydroquinoline compounds, 

pharmaceutical compositions containing such compounds and the use of 
such compounds to elevate certain plasma lipid levels, including high 
density lipoprotein-cholesterol and to lower certain other plasma lipid 
levels, such as LDL-cholesterol and triglycerides and accordingly to 
treat diseases which are exacerbated by low levels of HDL cholesterol 
and/or high levels of LDL-cholesterol and triglycerides, such as 
atherosclerosis and cardiovascular diseases in some mammals, including 
humans . 



US 2005-658704P 
US 2004-612860P 
Utility 
APPLICATION 

PFIZER INC., PATENT DEPARTMENT, MS8260-1611, EASTERN 

POINT ROAD, GROTON, CT, 06340, US 

43 

1-22 

2 Drawing Page(s) 
4828 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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DETD Peripheral vasodilators within the scope of this invention include, but 
are not limited to: aluminum nicotinate/ which may be prepared 
as disclosed in U.S. Pat. No. 2,970,082; bamethan, which may be prepared 
as disclosed in Corrigan et al . , Journal of the American Chemical 
Society, 1945, 67,1894; bencyclane, which may be prepared as disclosed 
above; betahistine, which may be prepared as disclosed in Walter et al . ; 
Journal of the American Chemical Society, 1941, 63, 2771; bradykinin, 
which may be prepared as disclosed in Hamburg et al . , Arch. Biochem. 
Biophys . , 1958, 76, 252; brovincamine, which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent Nos . 1,460,571; ciclonicate # 
which may be prepared as disclosed in German Patent No. 1,910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above ; 
cyclandelate, which may be prepared as disclosed above; diisopropylamine 
dichloroacetate, which may be prepared as disclosed above; eledoisin, 
which may be prepared as disclosed in British Patent No. 984,810; 
fenoxedil, which may be prepared as disclosed above; flunarizine, which 
may be prepared as disclosed above; hepronicate, which may be prepared 
as disclosed in U.S. Pat. No. 3,384,642; ifenprodil, which may be 
prepared as disclosed above; iloprost, which may be prepared as 
disclosed in U.S. Pat. No. 4,692,464; inositol niacinate, which may be 
prepared as disclosed in Badgett et al . , Journal of the American 
Chemical Society, 1947, 69, 2907; isoxsuprine, which may be prepared as 
disclosed in U.S. Pat. No. 3,056,836; kallidin, which may be prepared as 
disclosed in Biochem. Biophys. Res. Commun., 1961, 6, 210; kallikrein, 
which may be prepared as disclosed in German Patent No. 1,102,973; 
moxisylyte, which may be prepared as disclosed in German Patent No. 
905,738; nafronyl, which may be prepared as disclosed above; nicametate, 
which may be prepared as disclosed above; nicergoline, which may be 
prepared as disclosed above; nicof uranose, which may be prepared as 
disclosed in Swiss Patent No. 366,523; nylidrin, which may be prepared 
as disclosed in U.S. Pat. Nos. 2,661,372 and 2,661,373; pentif ylline, 
which may be prepared as disclosed above; pentoxifylline, which may be 
prepared as disclosed in U.S. Pat. No. 3,422,107; piribedil, which may 
be prepared as disclosed in U.S. Pat. No. 3,299,067; prostaglandin 
E.sub.l, which may be prepared by any of the methods referenced in the 
Merck Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996, p. 1353; 
suloctidil, which may be prepared as disclosed in German Patent No. 
2,334,404; tolazoline, which may be prepared as disclosed in U.S. Pat. 
No. 2,161,938; and xanthinol niacinate, which may be prepared as 
disclosed in German Patent No. 1,102,750 or Korbonits et al . , Acta. 
Pharm. Hung., 1968, 38, 98. The disclosures of all such U.S. patents are 
incorporated herein by reference. 

IT 59-67-6, Niacin, biological studies 75330-75-5, Lovastatin 
79902-63-9, Simvastatin 81093-37-0, Pravastatin 88150-42-9/ 
Amlodipine 93957-54-1, Fluvastatin 134523-00-5, Atorvastatin 
143201-11-0, Rivastatin 147511-69-1, Pitavastatin 163222-33-1, 
Ezetimibe 287714-41-4, Rosuvastatin 

(claimed substance for codrug application; preparation of amino substituted 
tetrahydroquinoline compds . useful in treatment of atherosclerosis and 
cardiovascular diseases) 

L5 ANSWER 2 OF 3 0 US PAT FULL on STN 
ACCESSION NUMBER: 2006:54662 US PAT FULL 

TITLE: Prodrugs containing novel bio-cleavable linkers 

INVENTOR (S) : Satyam, Apparao, Mumbai, INDIA 



NUMBER KIND DATE 



10/527, 093 



PATENT INFORMATION: US 2006046967 Al 20060302 

APPLICATION INFO.: US 2005-213396 Al 20050826 (11) 

NUMBER DATE 



PRIORITY INFORMATION: IN 2005-7792005 20050701 

US 2004-604632P 20040826 (60) 
DOCUMENT TYPE: Utility 
FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: Sreenivasarao Vepachedu, 123 0 Georgetown Way, Vernon 

Hills, IL, 60061, US 
NUMBER OF CLAIMS: 3 0 

EXEMPLARY CLAIM: 1 
LINE COUNT: 4813 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides the compounds of formula (I) or pharmaceutically 

acceptable salts thereof. The invention also provides pharmaceutical 
compositions comprising one or more compounds of formula I or 
intermediates thereof and one more of pharmaceutically acceptable 
carriers, vehicles or diluents. The invention further provides methods 
of preparation and methods of use of prodrugs including NO-releasing 
prodrugs, double prodrugs and mutual prodrugs comprising the compounds 
of formula I . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD Step 1 : To a solution of nicotinyl chloride hydrochloride (3.16 g, 
17.76 mmol) and LI-2c (3 g, 11.84 mmol) in THF (50 mL) was added TEA 
(8.3 mL, 59.2 mmol) and stirred overnight at RT . After usual aqueous 
work-up and chromatographic purification, 4 . 14 g (97%) of LI -2c- 
nicotinate ester was obtained as a colorless oil. . sup . 1H NMR 
(CDCl.sub.3, 300 MHz) : 5 1.43 (s, 9H) , 2.82 (t, 2H, J=6.31 Hz), 
3.42-3.48 (q, 2H) , 4.62 (t, 2H, J=6.59Hz), 7.29-7.33 (m, 1H) , 8.30 (d, 
1H, J=7.95 Hz), 8.78 (dd, 1H, J=4.86, 1.72 Hz), 9.23 (d, 1H, J=2 . 13 Hz). 
MS: m/z 358 [M+H].sup.+, 381 [M+Na] . sup . + , 739 [2M+Na] . sup . + . 

DETD Step 2 : To a solution of LI -2c-nicotinate ester (0.92 g, 2.50 

mmol) in DCM (5 mL) was added 50% TFA/DCM (5 mL) and stirred for 1 h. 
Reaction mixture was concentrated and the residual TFA salt was used as 
such in Step 3 . 

IT 50-78-2, Aspirin 53-86-1, Indomethacin 56-17-7, Cystamine 

dihydrochloride 60-24-2, 2 -Mercaptoethanol 79-04-9, Chloroacetyl 
chloride 89-25-8, Edaravone 90-82-4, Pseudoephedrine 98-92-0, 
Nicotinamide 99-66-1, Valproic acid 103-90-2, Paracetamol 108-00-9, 
N, N-Dimethylethylenediamine 108-30-5, Succinic anhydride, reactions 
156-57-0, Cysteamine hydrochloride 304-20-1, Hydralazine hydrochloride 
443-48-1, Metronidazole 530-62-1, N, N ' -Carbonyldiimidazole 553-53-7, 
Nicotinic hydrazide 870-46-2, tert-Butyl carbazate 1892-29-1, 
2-Hydroxyethyl disulfide 2226-96-2, 4-Hydroxy tempo 2365-48-2, Methyl 
mercaptoacetate 2430-27-5, Valpromide 3144-09-0, Methanesulf onamide 
5680-80-8, L-Serine methyl ester hydrochloride 6525-53-7, Dimethyl 
glutamate 15307-86-5, Diclofenac 20260-53-1, Nicotinoyl chloride 
hydrochloride 22071-15-4, Ketoprofen 22204-53-1, Naproxen 
27738-96-1, Chlorocarbonyl isocyanate 33069-62-4, Paclitaxel 
51333-22-3, Budesonide 60142-96-3, Gabapentin 60175-04-4 
70458-96-7, Norfloxacin 73590-58-6, Omeprazole 83881-52-1, Cetirizine 
dihydrochloride 84057-84-1, Lamotrigine 88150-42-9, 
Amlodipine 102767-28-2, Levet iracetam 134678-17-4, Lamivudine 
181289-15-6 181695-72-7, Valdecoxib 877865-70-8 877865-72-0 
877865-73-1 877865-75-3 

(preparation of prodrugs containing novel biocleavable linkers) 
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ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2006 : 41288 US PAT FULL 
(S) -Amlodipine malate 

Laughlin, Sharon M., Hudson, MA, UNITED STATES 

Bakale, Roger, Shrewsbury, MA, UNITED STATES 

Wilkinson, Harold Scott, Westborough, MA, UNITED STATES 

Zlota, Andrei, Sharon, MA, UNITED STATES 

Sepracor Inc., Marlborough, MA, UNITED STATES (U.S. 

corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2006035940 Al 20060216 

US 2005-82253 Al 20050316 (11) 



NUMBER 



DATE 



20040316 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB One aspect of the present invention relates to optically pure 

(S) -amlodipine malate . Another aspect of the present invention relates 
to (rac) -amlodipine malate. In a preferred embodiment, the compound is 
optically pure (S ) -amlodipine L-malate. Another aspect of the present 
invention relates to a pharmaceutical composition comprising optically 
pure (S) -amlodipine malate. Another aspect of the present invention 
relates to a method of preparing optically pure (S) -amlodipine malate, 
comprising admixing optically pure (S ) -amlodipine with malic acid. 
Another aspect of the present invention relates to the various 
polymorphic and solvated forms of optically pure (S) -amlodipine malate. 
In another prefered embodiment the invention relates to polymorphic and 
solvated forms A-G. The present invention also relates to a method of 
preparing optically pure (S) -amlodipine malate, comprising combining a 
salt of optically pure (S) -amlodipine with a malate salt to give 
optically pure (S ) -amlodipine malate. In a preferred embodiment, the 
malate salt is an optically pure L-malate salt. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD In certain embodiments, the present invention relates to the 

aforementioned method, wherein said first salt is (S) -amlodipine 
maleate, (S ) -amlodipine besylate, (S) -amlodipine tosylate, 

(S) -amlodipine mesylate, (S) -amlodipine succinate, (S) -amlodipine 
salicylate, (S ) -amlodipine acetate, (S) -amlodipine hemitartrate, 

(S) -amlodipine hydrochloride, (S) -amlodipine hydrobromide, 

(S) -amlodipine hydroiodide, (S) -amlodipine nitrate, (S) -amlodipine 
sulfate, (S) -amlodipine bisulfate, (S ) -amlodipine phosphate, 

(S) -amlodipine lactate, (S) -amlodipine citrate, (S) -amlodipine 
gluconate, (S) -amlodipine ethanesulf onate, (S) -amlodipine formate, 

(S) -amlodipine chloroacetate, (S) -amlodipine fumarate, (S) -amlodipine 
benzoate, (S) -amlodipine camphorsulf onate, (S) -amlodipine mandeloate, 

(S) -amlodipine mucoate, (S ) -amlodipine pamoate, (S) -amlodipine 
pantothenoate, (S) -amlodipine oxalate, or (S) -amlodipine 
nicotinate. 

IT 97-67-6, L-Malic acid 147-71-7 111470-99-6, Amlodipine 
besylate 
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(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 518290-97-6P 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 103129-82-4P, (S) -Amlodipine 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 88150-42-9 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB One aspect of the present invention relates to optically pure 

(S) -amlodipine malate. Another aspect of the present invention relates 
to (rac) -amlodipine malate. In a preferred embodiment, the compound is 
optically pure (S) -amlodipine L-malate. Another aspect of the present 
invention relates to a pharmaceutical composition comprising optically 
pure (S) -amlodipine malate. Another aspect of the present invention 
relates to a method of preparing optically pure (S) -amlodipine malate, 
comprising admixing optically pure (S) -amlodipine with malic acid. 
Another aspect of the present invention relates to the various 
polymorphic and solvated forms of optically pure (S) -amlodipine malate. 
In another prefered embodiment the invention relates to polymorphic and 
solvated forms A-G. The present invention also relates to a method of 
preparing optically pure (S) -amlodipine malate, comprising combining a 
salt of optically pure (S) -amlodipine with a malate salt to give 
optically pure (S) -amlodipine malate. In a preferred embodiment, the 
malate salt is an optically pure L-malate salt. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD In certain embodiments, the present invention relates to the 

aforementioned method, wherein said first salt is (S) -amlodipine 
maleate, (S) -amlodipine besylate, (S) -amlodipine tosylate, 
(S) -amlodipine mesylate, (S) -amlodipine succinate, (S) -amlodipine 
salicylate, (S) -amlodipine acetate, (S) -amlodipine hemitartrate, 
(S) -amlodipine hydrochloride, (S) -amlodipine hydrobromide, 
(S) -amlodipine hydroiodide, (S) -amlodipine nitrate, (S) -amlodipine 
sulfate, (S) -amlodipine bisulfate, (S) -amlodipine phosphate, 
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(S) -amlodipine lactate, (S) -amlodipine citrate, (S) -amlodipine 
gluconate, (S) -amlodipine ethanesulf onate, (S) -amlodipine formate, 
(S) -amlodipine chloroacetate , (S) -amlodipine fumarate, (S) -amlodipine 
benzoate, (S) -amlodipine camphorsulf onate, (S ) -amlodipine mandeloate, 
(S) -amlodipine mucoate, (S) -amlodipine pamoate, (S) -amlodipine 
pantothenoate, (S) -amlodipine oxalate, or (S) -amlodipine 
nicotinate. 

IT 97-67-6, L-Malic acid 147-71-7 111470-99-6, Amlodipine 
besylate 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 518290-97-6P 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 103129-82-4P, (S) -Amlodipine 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
IT 88150-42-9 

(combination of amlodipine and ACE inhibitor for reducing hypertension) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides a novel salt of S- (-) -amlodipine , i.e., e 

nicotinic acid salt of S- (-) -amlodipine , a process for preparing the 
same, and a pharmaceutical composition comprising the same as an active 
ingredient . 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



TI 



SUMM 



S-(-) -amlodipine nicotinate and process for the preparation 
thereof 

The present invention provides a novel S- (-) -amlodipine salt, i. 
S- (-) -amlodipine nicotinate, which has an improved 
photostability ; and an enhanced pharmacological activity. 



SUMM Further, the present invention provides a process for preparing the 

nicotinic acid salt of S- (-) -amlodipine and a pharmaceutical composition 
comprising S- (-) -amlodipine nicotinate. 
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SUMM In one aspect of the present invention, there is provided a nicotinic 
acid salt of S- ( - ) -amlodipine (i.e., S- ( - ) -amlodipine nicotinate 
) • 

SUMM In another aspect of the present invention, there is provided a process 
for preparing S- {-) -amlodipine nicotinate, which comprises 
reacting S- (-) -amlodipine with nicotinic acid in an organic solvent. 

SUMM In still another aspect of the present invention, there is provided a 
process for preparing S- (-) -amlodipine nicotinate anhydrate, 
which comprises drying a hydrous form of S- (-) -amlodipine 
nicotinate. 

SUMM In still another aspect of the present invention, there is provided a 
pharmaceutical composition for anti -ischaemia or anti-hypertension 
comprising a therapeutically effective amount of S- (-) -amlodipine 
nicotinate and a pharmaceutically acceptable carrier. 

DRWD FIG. 1 shows an X-ray diffraction chart of S- (-) -amlodipine 
nicotinate; 

DRWD FIGS. 4A and 4B show .sup.lH-NMR charts of S -(-) -amlodipine 

nicotinate before and after photostability test, respectively; 

DRWD FIG. 5 is a graph illustrating the anti -hypertensive effects of 
amlodipine nicotinate on spontaneously hypertensive rats 
(Vehicle: 0, Test Group 1 (1 mg/kg) : 

DRWD FIG. 6 is a graph illustrating the anti -hypertensive effects of 
S- (-) -amlodipine nicotinate on spontaneously hypertensive rats 
(Vehicle: O, Test Group 4 (1 mg/kg) : 

DRWD FIG. 7 shows dose- response curves for the maximal changes of systolic 
blood pressure of amlodipine nicotinate and S- (-) -amlodipine 
nicotinate in spontaneously 

DRWD hypertensive rats (Amlodipine nicotinate: . tangle-solidup . 
and S- (-) -Amlodipine nicotinate: .box-solid.) 

DETD S- (-) -Amlodipine nicotinate of the present invention may be 

in an anhydrous form or a hydrous form. Preferably, S- (-) -amlodipine 
nicotinate is amlodipine nicotinate dihydrate 
(2H.sub.20), more preferably amlodipine nicotinate dihydrate 
having an X-ray diffraction pattern of FIG. 1. 

DETD S- (-) -Amlodipine nicotinate of the present invention has good 

physicochemical properties such as good solubility, good stability, 
non-hygroscopicity, and processability for tablet formulation. 

DETD Further, S- (-) -amlodipine nicotinate of the present invention 

has a high photostability and an enhanced pharmacological activity, 
which are clear from various Examples to be described afterwards. 

DETD The present invention also includes, within its scope, a process for 
preparing S- (-) -amlodipine nicotinate. That is, the present 
invention provides a process for preparing S- (-) -amlodipine 
nicotinate, which comprises reacting S- (-) -amlodipine with 
nicotinic acid in an organic solvent. 

DETD Further, the present invention provides a process for preparing 
S- (-) -amlodipine nicotinate anhydrate, which comprises drying 
a hydrous form of S- (-) -amlodipine nicotinate. The drying step 
may be performed under a reduced pressure and at 115-125° C. 

DETD The present invention includes, within its scope, a pharmaceutical 
composition for anti -ischaemia or anti-hypertension comprising a 
therapeutically effective amount of S- (-) -amlodipine nicotinate 
and a pharmaceutically acceptable carrier. 

DETD The pharmaceutical composition of the present invention may be 

administered for the treatment of ischaemia or hypertension in a dosage 
of about 2-50 mg/day for an average adult of about 70 kg weight, 
although the dosage may vary in accordance with the kind and severity of 
a disease to be treated. Thus, for a typical adult patient, individual 
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tablets or capsules may contain about 1 to 10 mg of S- ( - ) -amlodipine 
nicotinate, in a suitable pharmaceutically acceptable carrier. 
Dosages for intravenous administration would be about 1 to 10 mg per 
single dose as necessary. 
DETD Preparation of S- (-) -amlodipine nicotinate dihydrate 

DETD The solution of S -(-) -amlodipine (2.0 g, 4.89 mmole) in 95% industrial 
methylated spirit (10.0 ml) was added to the slurry of nicotinic acid 
(602 mg, 4.89 mmole) in 95% industrial methylated spirit (2.5 ml). The 
solution was slowly heated and then refluxed for 5 hours. The reaction 
mixture was cooled to 5° C. to form S- (-) -amlodipine 
nicotinate hydrate, which was then filtered and washed with 
industrial isopropanol (5.0 ml). 

DETD The resulting salt was heated and dissolved in the mixed solvent (10 
ml) of 95% methanol and isopropanol (1:9 by volume). The resulting 
solution was slowly stirred at a room temperature and cooled to 
0° C. to produce a precipitate, which was then filtered, washed 
with isopropanol (5.0 ml), and dried under a reduced pressure and at 
80° C. for 5 hours to give 2.2-2.26 g of S- {-) -amlodipine 
nicotinate . 

DETD 200 mg of S- (-) -amlodipine nicotinate obtained in the above 
process was dried at 120° C. and under a reduced pressure of 
lower than 5 mmHg for 5 hours and afterwards, the loss on dry (LOD) 
thereof was measured. As a result, the obtained S- (-) -amlodipine 
nicotinate in Example 1 was in the form of S- (-) -amlodipine 
nicotinate dihydrate. 

DETD Preparation of S- (-) -amlodipine nicotinate dihydrate 

DETD The procedure of Example 1 was repeated, except for using the mixed 
solvent (10 ml) of water and isopropanol (5:95 by volume) in place of 
the mixed solvent (10 ml) of 95% methanol and isopropanol (1:9 by 
volume), to obtain 2.1 g of S- (-) -amlodipine nicotinate 
dihydrate . 

DETD Preparation of S -(-) -amlodipine nicotinate anhydrate 

DETD S- (-) -Amlodipine nicotinate dihydrate obtained in Example 1 

was dried under a reduced pressure and at 115-125° C. for 5 hours 
to give S- (-) -amlodipine nicotinate anhydrate. 
DETD 1.0 g of S- (-) -amlodipine besylate prepared, using S- {-) -amlodipine, in 
accordance with U.S. Pat. No. 4,879,303 and 1.0 g of S- (-) -amlodipine 
nicotinate dihydrate obtained in Example 1, which were placed in 
glass schales (100+20 mm), were exposed at 25-30° C. for 3 
weeks under an incandescent lamp (220V, 100 W) that was placed at 30 cm 
above the samples. As a result, S- (-) -amlodipine besylate was discolored 
to yellow, while there was no color change in S- (-) -amlodipine 
nicotinate dihydrate. FIG. 3A shows .sup.lH-NMR charts of 
S- (-) -amlodipine besylate before the photostability test. FIGS. 3B and 
3C show . sup . 1H-NMR charts of S- (-) -amlodipine besylate of 11 days and 3 
weeks after the test, respectively. Further, when the resulting sample 
of 3 weeks after the test was dried under a reduced pressure at room 
temperature for 3 hours and the .sup.lH-NMR was re-measured (FIG. 3D). 
The peaks on .sup.lH-NMR of S- (-) -amlodipine besylate after the tests 
are as follows: 

11 Days after the photostability test (FIG. 3B) : broad peaks at 1.98 and 7.99 
ppm 

3 Weeks after the photostability test (FIG. 3C) : no peak at 1.98 ppm and broad 

peaks at 2.15, 2.20 and 7.99 ppm, 
Dried sample of 3 Weeks after the photostability test (FIG. 3D) : no peak at 
2.20 and 7.99 ppm and sharp peak at 2.15 ppm 
DETD FIGS. 4A and 4B show H-NMR charts of S- (-) -amlodipine 
nicotinate before and after the photostability test, 

respectively. There is no significant difference in between FIG. 4A and 
FIG. 4B. 

DETD Comparison of pharmacological effects induced by amlodipine 
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nicotinate and S -(-) -amlodipine nicotinate 

DETD Cardiovascular effects, i.e., in vivo anti-hypertensive activities, 
were measured for amlodipine nicotinate prepared in accordance 
with Example 1 except for using amlodipine and S -(-) -amlodipine 
nicotinate prepared in Example 1, using spontaneously 
hypertensive rats (SHRs) , by Korea Research Institute of Chemical 
Technology (Screening Center, #100, Jang-dong, Yuseong-gu, Daejeon) 

DETD The SHRs having a systolic blood pressure over 170 mmHg were divided 
into 7 groups, i.e., Test Groups 1 to 3 (for amlodipine 
nicotinate), Test Groups 4 to 6 (for S- ( - ) -armlodipine 
nicotinate) and a Control Group. Each Test Group and Control 
Group consisted of 6-8 SHRs (n=6-8) . 

DETD The test compounds were dissolved in distilled water to prepare test 
< solutions immediately prior to administration. The test solutions of 
amlodipine nicotinate and S- (-) -amlodipine nicotinate 

were prepared by dissolving 1, 3, and 10 mg/kg in distilled water (0.5 
ml/100 g rat) , respectively, and then administered orally to each Test 
Group. The vehicle (distilled water) was administered to Control Group. 
DETD The test results are shown in FIGS. 5 to 7 and Tables 1 & 2. Both 
amlodipine nicotinate (FIG. 5 and Table 1) and 
S- (-) -amlodipine nicotinate (FIG. 6 and Table 1) 

dose-dependently reduced blood pressures. All Test Groups showed similar 
hypotensive (blood pressure falling) profiles. Substantial 
anti-hypertensive effects started to appear after 2 hours from the 
administrations and the maximal effects were displayed between 2 hours 
and 6 hours. The anti -hypertensive effects were maintained for over 10 
hours. In Test Groups to which the doses of 10 mg/kg were administered 
(Test Groups 3 and 6) , substantial anti-hypertensive effects were 
maintained even after 24 hours from administration. 
DETD The maximal anti -hypertensive effects of each Test Group are shown in 
Table 1 and FIG. 7. 

TABLE 1 



Maximal anti-hypertensive effects of each Test Group 

amlodipine S- (-) -amlodipine 

Dose nicotinate nicotinate 

Intensity 

1 mg/kg -10.20 ± 2.71 -12.4 ± 1.73 1.22 

(Group 1 & 4) 

3 mg/kg -26.8 ± 3.22 -28.3 ± 3.31 1.06 

(Group 2 & 5) 

10 mg/kg -40.9 ± 2.08 -43.6 ± 1.65 1.07 

(Group 3 & 6) 

DETD In Table 1, the intensity is the percentage of the maximal effect of 

S- (-) -amlodipine nicotinate to the maximal effect of 

amlodipine nicotinate. 
DETD As shown in Table 1 and FIG. 7, substantial difference was shown in the 

Test Groups (Groups 1 & 4) to which the doses of 1 mg/kg were 

administered (p<0.05 vs. amlodipine nicotinate). The 

S- (-) -amlodipine nicotinate showed anti -hypertensive activity 

about 1.22 times higher than amlodipine nicotinate at 1 mg/kg 

dose . 

DETD The ED. sub. 20 values (the amount necessary for 20% decrease in the 
blood pressure) of amlodipine nicotinate and S- (-) -amlodipine 
nicotinate were 2.19±0.57 mg/kg and 1.91±0.49 mg/kg, 
respectively, as shown in Table 2. 

TABLE 2 



ED. sub. 20 values 
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Concentration (mg/kg) Intensity 

Amlodipine nicotinate 2.19 ± 0.57 1.00 

S- ( - ) -Amlodipine nicotinate 1.91 ± 0.49 1.15 

DETD In Table 2, the intensity is the reverse percentage of ED. sub. 20 value 

of S- (-) -amlodipine nicotinate to ED. sub. 20 value of 

amlodipine nicotinate. 
DETD As shown in Table 2, S- (-) -amlodipine nicotinate showed 

anti -hypertensive activity about 1.15 times higher than amlodipine 

nicotinate . 
CLM What is claimed is: 

1. An S- (-) -amlodipine nicotinate. 



2. The S- (-) -amlodipine nicotinate of claim 1, wherein the 
S- (-) -amlodipine nicotinate is in an anhydrous form. 

3. The S- (-) -amlodipine nicotinate of claim 1, wherein the 
S- (-) -amlodipine nicotinate is in a hydrous form. 

4. The S- (-) -amlodipine nicotinate of claim 3, wherein the 
S- (-) -amlodipine nicotinate is in a dihydrate form. 

5. The S- (-) -amlodipine nicotinate of claim 4, wherein the 
S- (-) -amlodipine nicotinate has an X-ray diffraction pattern 
as shown in FIG. 1. 



6. A process for preparing S -(-) -amlodipine nicotinate/ which 
comprises reacting S- {-) -amlodipine with nicotinic acid in an organic 
solvent . 



8. A process for preparing S- {-) -amlodipine nicotinate 

anhydrate, which comprises drying a hydrous form of S- (-) -amlodipine 

nicotinate . 



9. A pharmaceutical composition for anti -ischaemia or anti -hypertension 
comprising a therapeutically effective amount of the S- (-) -amlodipine 
nicotinate according to claim 1 and a pharmaceutical^ 
acceptable carrier. 

IT 150566-71-5 

(improved photostability of (S) -(-) -amlodipine nicotinate to 
incandescent light over (S) -(-) -amlodipine besylate) 
IT 59-67-6, Nicotinic acid, reactions 103129-82-4, (S) -Amlodipine 

(preparation of (S )-(-) -amlodipine nicotinate and its hydrates as 
antihypertensive agents with improved activity and photostability) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A pharmaceutical composition for slow release of active ingredient in 
the gastrointestinal tract, comprising a plurality of active 
ingredient-containing particles coated with a material insoluble in 
gastric and intestinal juices, where the particles have as core a 
homogeneous mixture comprising an active pharmaceutical ingredient and a 
polymer insoluble in gastric and intestinal juices, with an average 
internal pore diameter not exceeding 3 5 jam, makes efficient and 
pH- independent delaying of release possible even with comparatively 
small amounts of polymer. It is additionally distinguished by a long 
shelf life and is particularly suitable also for nonspherical particles. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM Examples of suitable active ingredients are acarbose, beta-receptor 
blockers, non-steroidal antiinflammatory drugs, cardiac glycosides, 
acetylsalicylic acid, virustatics, aclarubicin, acylovir, cisplatin, 
actinomycin, alpha- and beta-sympathomimetics, omeprazole, allopurinol, 
alprostadil, prostaglandins, amantadine, ambroxol, amlodipine, 
methotrexate, 5-aminosalicylic acid, amitriptyline , amoxicillin, 
anastrozole, atenolol, azathioprine, balsalazide, beclomethasone , 
betahistine, bezafibrate, bicalutamide , diazepam and diazepam 
derivatives, budesonide, bufexamac, buprenorphine , methadone, calcium 
salts, potassium salts, magnesium salts, candesartan, carbamazepine , 
captopril, cef alosporins , cetirizine, chenodeoxycholic acid, 
ursodeoxycholic acid, theophylline and theophylline derivatives, 
trypsins, cimetidine, clarithromycin, clavulanic acid, clindamycin, 
clobutinol, clonidine, cotrimoxazole, codeine, caffeine, vitamin D and 
derivatives of vitamin D, colestyramine, chromoglicic acid, coumarin and 
coumarin derivatives, cysteine, cytarabine, cyclophosphamide, 
ciclosporin, cyproterone, cytarabine, dapiprazole, desogestrel, 
desonide, dihydralazine , diltiazem, ergot alkaloids, dimenhydrinate , 
dimethyl sulfoxide, dimethicone, dipyridamole, domperidone and 
domperidone derivatives, dopamine, doxazosine, doxorubizin, doxylamine, 
dapiprazole, benzodiazepines, diclofenac, glycoside antibiotics, 
desipramine, econazole, ACE inhibitors, enalapril, ephedrine, 
epinephrine, epoetin and epoetin derivatives, morphinans, calcium 
channel blockers, irinotecan, modafinil, orlistat, peptide antibiotics, 
phenytoin, riluzoles, risedronate, sildenafil, topiramate, macrolide 
antibiotices , estrogen and estrogen derivatives, gestagen and gestagen 
derivatives, testosterone and testosterone derivatives, androgen and 
androgen derivatives, ethenzamide, etofenamate, etofibrate, fenofibrate, 
etofylline, etoposide, famciclovir, famotidine, felodipine, fenofibrate, 
fentanyl, f enticonazole, gyrase inhibitors, fluconazole, fludarabine, 
flunarizine, f luorouracil , fluoxetine, flurbiprofen, ibuprofen, 
flutamide, fluvastatin, follitropin, formoterol, fosfomicin, furosemide, 
fusidic acid, gallopamil, ganciclovir, gemfibrozil, gentamicin, ginkgo, 
St John's wort, glibenclamide, urea derivatives as oral antidiabetics, 
glucagon, glucosamine and glucosamine derivatives, glutathione, glycerol 
and glycerol derivatives, hypothalamus hormones, goserelin, gyrase 
inhibitors, guanethidine, halof antrine, haloperidol, heparin and heparin 
derivatives, hyaluronic acid, hydralazine, hydrochlorothiazide and 
hydrochlorothiazide derivatives, salicylates, hydroxyzine, idarubucin, 
ifosfamide, imipramine, indometacin, indoramin, insulin, interferons, 
iodine and iodine derivatives, isoconazole, isoprenaline , glucitol and 
glucitol derivatives, itraconazole, ketoconazole, ketoprofen, ketotifen, 
lacidipine, lansoprazole, levodopa, levomethadone, thyroid hormones, 
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lipoic acid and lipoic acid derivatives, lisinopril, lisuride, 
lof epramine, lomustine, loperamide, loratadine, maprotiline , 
mebendazole, mebeverine, meclozine, mefenamic acid, mefloquine, 
meloxicam, mepindolol, meprobamate, meropenem, mesalazine, mesuximide, 
metamizole, metformin, methotrexate, methylphenidate , 

methylprednisolone, metixen, metoclopramide , metoprolol , metronidazole, 
mianserin, miconazole, minocycline, minoxidil, misoprostol, mitomycin, 
mizolastine, moexipril, morphine and morphine derivatives, evening 
primrose, nalbuphine, naloxone, tilidine, naproxen, narcotine, 
natamycin, neostigmine, nicergoline, nicethamide, nifedipine, niflumic 
acid, nimodipine, nimorazole, nimustine, nisoldipine, adrenaline and 
adrenaline derivatives, norfloxacin, novaminsulf one, noscapine, 
nystatin, ofloxacin, olanzapine, olsalazine, omeprazole, omoconazole, 
ondansetron, oxaceprol, oxacillin, oxiconazole, oxymetazoline, 
pantoprazole, paracetamol, paroxetine, penciclovir, oral penicillins, 
pentazocin, pentif ylline, pentoxifylline, perphenazine, pethidine, plant 
extracts, phenazone, pheniramine, barbituric acid derivatives, 
phenylbutazone, phenytoin, pimozide, pindolol, piperazine, piracetam, 
pirenzepine, piribedil, piroxicam, pramipexol, pravastatin, prazosin, 
procaine, promazine, propiverine, propranolol, propyphenazone, ' 
prostaglandins, protionamide, proxyphylline , quetiapine, quinapril, 
quinaprilate, ramipril, ranitidine, reproterol, reserpine, ribavirin, 
rifampicin, risperidone, ritonavir, ropinirol, roxatidine, 
roxithromycin, ruscogenin, rutoside and rutoside derivatives, sabadilla, 
salbutamol, salmeterol, scopolamine, selegiline, sertaconazole, 
sertindol, sertralion, silicates, simvastatin, sitosterol, sotalol, 
spaglumic acid, sparf loxacin, spectinomycin, spiramycin, spirapril, 
spironolactone, stavudine, streptomycin, sucralfate, sufentanil, 
sulbactam, sulfonamides, sulfasalazine, sulpiride, sultamicillin, 
sultiam, sumatriptan, suxamethonium chloride, tacrine, tacrolimus, 
taliolol, tamoxifen, taurolidine, tazaroten, temazepam, teniposide, 
tenoxicam, terazosin, terbinafine, terbutaline, terfenadine, 
terlipressin, tertatolol, tetracyclines, tetryzoline, theobromine, 
theophylline, butizine, thiamazole, phenothiazines , thiotepa, tiagabine, 
tiapride, propionic acid derivatives, ticlopidine, timolol, tinidazole, 
tioconazole, tioguanine, tioxolone, tiropramide, tizanidine, tolazoline, 
tolbutamide, tolcapone, tolnaftate, tolperisone, topotecan, torasemide, 
antiestrogens, tramadol , tramazoline, trandolapril , tranylcypromine, 
trapidil, trazodone, triamcinolone and triamcinolone derivatives, 
triamterene, trifluperidol , trif luridine, trimethoprim, trimipramine , 
tripelennamine, triprolidine, trif osf amide , tromantadine, trometamol , 
tropalpin, troxerutin, tulobuterol, tyramine, tyrothricin, urapidil, 
ursodeoxycholic acid, chenodeoxycholic acid, valaciclovir, valproic 
acid, vancomycin, vecuronium chloride, venlafaxine, verapamil, 
vidarabine, vigabatrin, viloxazine, vinblastine, vincamine, vincristine, 
vindesine, vinorelbine, vinpocetine, viquidil, warfarin, xantinol 
nicotinate, xipamide, zafirlukast, zalcitabine, zidovudine, 
zolmitriptan, Zolpidem, zoplicone, zotepine and the like. 

IT 52-26-6, Morphine hydrochloride 57-27-2, Morphine, biological studies 
89-57-6, 5-Aminosalicylic acid 26787-78-0, Amoxicillin 27203-92-5, 
Tramadol 36282-47-0, Tramadol hydrochloride 51333-22-3, Budesonide 
58001-44-8, Clavulanic acid 59277-89-3, Acyclovir 66357-35-5, 
Ranitidine 73590-58-6, Omeprazole 75847-73-3, Enalapril 76824-35-6, 
Famotidine 79902-63-9, Simvastatin 81093-37-0, Pravastatin 
88150-42-9, Amlodipine 

(slow-release pharmaceutical compns.) 
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PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2005245544 Al 20051103 

US 2004-997191 Al 20041124 (10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 



GB 2003-27319 20031124 
US 2004-535797P 20040112 (60) 
Utility 
APPLICATION 

PHARMACIA CORPORATION, GLOBAL PATENT DEPARTMENT, POST 
OFFICE BOX 1027, ST. LOUIS, MO, 63006, US 
91 
1 

6961 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to compounds of formula (I) ##STR1## 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM Suitable acid addition salts are formed from acids which form non-toxic 
salts. Examples include the acetate, aspartate, benzoate, besylate, 
bicarbonate/carbonate, bi sulphate/sulphate, borate, camsylate, citrate, 
edisylate, esylate, formate, fumarate, gluceptate, gluconate, 
glucuronate, hexaf luorophosphate, hibenzate, hydrochloride/chloride, 
hydrobromide/bromide, hydroiodide/iodide, isethionate, lactate, malate, 
maleate, malonate, mesylate, methylsulphate, naphthylate, 2-napsylate, 
nicotinate, nitrate, orotate, oxalate, palmitate, pamoate, 
phosphate/hydrogen phosphate/dihydrogen phosphate, saccharate, stearate, 
succinate, tartrate, tosylate and trif luoroacetate salts. 

IT 50-78-2, Aspirin 52-01-7, Spironolactone 58-93-5, Hydrochlorothiazide 
58-94-6, Chlorothiazide 77-36-1, Chlorthalidone 525-66-6, Propranolol 
637-07-0, Clofibrate 657-24-9, Metformin 2609-46-3, Amiloride 
3930-20-9, Sotalol 9004-10-8, Insulin, biological studies 10238-21-8, 
Glyburide 26839-75-8, Timolol 29094-61-9, Glipizide 29122-68-7, 
Atenolol 51384-51-1, Metoprolol 56211-40-6, Torsemide 60142-96-3, 
Gabapentin 72956-09-3, Carvedilol 74191-85-8, Doxazosin 75330-75-5, 
Lovastatin 75847-73-3, Enalapril 76547-98-3, Lisinopril 79902-63-9, 
Simvastatin 81093-37-0, Pravastatin 85441-61-8, Quinapril 
87333-19-5, Ramipril 88150-42-9, Amlodipine 93479-97-1, 
Glimepiride 107724-20-9, Eplerenone 111025-46-8, Pioglitazone 
Losartan 122320-73-4 , Rosiglitazone 
134523-00-5, Atorvastatin 137862-53-4, 
Irbesartan 13 94 81-59-7, Candesartan 
14 8553-50-8, Pregabalin 2 0978 9-08-2, 
227626-51-9 287714-41-4, Rosuvastatin 



114798-26-4 
Eprosartan 
138402-11-6 
Telmisartan 
227625-35-6 
335458-65-6 



133040-01-4, 
, Valsartan 
144701-48-4, 
CI1027 223445-75-8 
313651-33-1 



473924-33-3 610300-07-7 610300-19-1 610300-20-4 
(coadministration; preparation of diaminopyrazolopyrimidines with 
phosphodiesterase-5 inhibiting activity) 
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PATENT INFORMATION: US 2005196418 Al 20050908 

APPLICATION INFO.: US 2005-50434 Al 20050204 (11) 

RELATED APPLN. INFO.: Cont inuat ion- in-part of Ser. No. US 2004-792273, filed 

on 4 Mar 2 004, PENDING 
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FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: HUNTON & WILLIAMS LLP, INTELLECTUAL PROPERTY 

DEPARTMENT, 1900 K STREET, N.W., SUITE 1200, 
WASHINGTON, DC, 20006-1109, US 

NUMBER OF CLAIMS: 52 

EXEMPLARY CLAIM: 1 

LINE COUNT: 1617 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Embodiments of the invention relate to a composition, a process of 

making the composition, and to the use of the composition. The 
compositions include a molecular complex formed between an alkaline 
pharmaceutical drug and at least one selected from a hydroxyacid, a 
polyhydroxy acid, a related acid, a lactone, or combinations thereof. 
The compositions provide improved bioavailability and improved delivery 
of the drug into the cutaneous tissues. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD Other useful pharmaceutical and other topical agents that can be 

included in embodiments of the molecular complex compositions of the 
invention include those selected from the group consisting of aclovate, 
acyclovir, acetylsalicylic acid, adapalene, aluminum acetate, aluminum 
chloride, aluminum hydroxide, aluminum chlorohydroxide, aminobenzoic 
acid (PABA) , aminocaproic acid, aminosalicylic acid, anthralin, ascorbic 
acid, ascoryl palimate, azelaic acid, bacitracin, bemegride, 
beclomethasone dipropionate, benzophenone , benzoyl peroxide, 
betamethasone dipropionate, betamethasone valerate, calcipotriene, 
camphor, capsaicin, carbamide peroxide, chitosan, chloroxylenol , 
ciclopirox, clobetasol propionate, coal tar, dehydroepiandrosterone , 
desoximetasone, dexamethasone , estradiol, ethinyl estradiol, 
f luocinonide, fluocinolone acetonide, 5-f luorouracil , griseof ulvin, 
hexylresorcinol, homosalate, hydrocortisone, hydrocortisone 21-acetate, 
hydrocortisone 17-valerate, hydrocortisone 17-butyrate, hydrogen 
peroxide, hydroquinone , hydroquinone monoether, hydroxyzine, ibuprofen, 
indomethacin, kojic acid, menthol, methyl nicotinate, methyl 
salicylate, monobenzone, naproxen, octyl methoxycinnamate , octyl 
salicylate, oxybenzone, padimate 0, permethrin, phenol, piperonyl 
butoxide, povidone iodine, resorcinol, retinal, 13-cis retinoic acid, 
retinoic acid, retinol, retinyl acetate, retinyl palmitate, 
salicylamide, salicylic acid, selenium sulfide, shale tar, sulfur, 
triamcinolone diacetate, triamcinolone acetonide, triamcinolone 
hexacetonide, triclosan, undecylenic acid, urea, vitamin E acetate, wood 
tar, zinc pyrithione, N-acetyl-prolinamide, N-acetyl -lysine, 
N-acetyl-ornithine, N-acetyl -glucosamine , and mixtures thereof. 

CLM What is claimed is: 

33. The composition as claimed in claim 1, further comprising one or 
more additional agents selected from the group consisting of aclovate, 
acetylsalicylic acid, adapalene, aluminum acetate, aluminum chloride, 
aluminum hydroxide, aluminum chlorohydroxide, aminobenzoic acid (PABA) , 
aminocaproic acid, aminosalicylic acid, anthralin, ascorbic acid, 
ascoryl palimate, azelaic acid, bacitracin, beclomethasone dipropionate, 
benzophenone, benzoyl peroxide, betamethasone dipropionate, 
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betamethasone valerate, calcipotriene, camphor, capsaicin, carbamide 
peroxide, chitosan, chloroxylenol , ciclopirox, clobetasol propionate, 
coal tar, dehydroepiandrosterone, desoximetasone, dexamethasone , 
estradiol, ethinyl estradiol, f luocinonide, fluocinolone acetonide, 
5-f luorouracil , griseof ulvin, hexylresorcinol , homosalate, 
hydrocortisone, hydrocortisone 21-acetate, hydrocortisone 17-valerate, 
hydrocortisone 17-butyrate, hydrogen peroxide, hydroquinone, 
hydroquinone monoether, hydroxyzine, ibuprofen, indomethacin, kojic 
acid, menthol, methyl nicotinate, methyl salicylate, 
monobenzone, naproxen, octyl methoxycinnamate, octyl salicylate, 
oxybenzone, padimate 0, permethrin, phenol, piperonyl butoxide, povidone 
iodine, resorcinol, retinal, 13-cis retinoic acid, retinoic acid, 
retinol, retinyl acetate, retinyl palmitate, salicylamide, salicylic 
acid, selenium sulfide, shale tar, sulfur, triamcinolone diacetate, 
triamcinolone acetonide, triamcinolone hexacetonide, triclosan, 
undecylenic acid, urea, vitamin E acetate, wood tar, zinc pyrithione, 
N-acetyl-prolinamide, N-acetyl -lysine , N-acetyl -ornithine, 
N-acetyl-glucosamine, and mixtures thereof. 

50- 44-2, Mercaptopurine 50-81-7, Ascorbic acid, biological studies 

51- 64-9, Dextroamphetamine 52-86-8, Haloperidol 57-92-1, 
Streptomycin, biological studies 58-00-4, Apomorphine 58-32-2, 
Dipyridamole 58-61-7, Adenosine, biological studies 58-93-5, 
Hydrochlorothiazide 70-51-9, Deferoxamine 73-48-3, 

Bendrof lumethiazide 76-42-6, Oxycodone 77-86-1, Tromethamine 
80-08-0, Dapsone 87-00-3, Homatropine 101-31-5, Hyoscyamine 
104-31-4, Benzonatate 113-45-1, Methyl phenidate 127-69-5, 
Sulf isoxazole 147-94-4, Cytarabine 148-79-8, Thiabendazole 
303-53-7, Cyclobenzaprine 357-70-0, Galantamine 446-86-6, 
Azathioprine 466-99-9, Hydromorphone 469-62-5, Propoxyphene 
564-25-0, Doxycycline 657-24-9, Metformin 671-16-9, Procarbazine 
723-46-6, Sulfamethoxazole 738-70-5, Trimethoprim 739-71-9, 
Trimipramine 911-45-5, Clomiphene 1744-22-5, Riluzole 2022-85-7, 
Flucytosine 2152-34-3, Pemoline 3313-26-6, Thiothixene 4291-63-8, 
Cladribine 4342-03-4, Dacarbazine 5633-20-5, Oxybutynin 6493-05-6, 
Pentoxifylline 13292-46-1, Rifampin 13392-28-4, Rimantadine 
16679-58-6, Desmopressin 19387-91-8, Tinidazole 19982-08-2, Memantine 
20594-83-6, Nalbuphine 20830-81-3, Daunorubicin 23214-92-8, 
Doxorubicin 24584-09-6., Dexrazoxane 27203-92-5, Tramadol 
29975-16-4, Estazolam 31431-39-7, Mebendazole 32986-56-4, Tobramycin 
34391-04-3, Levalbuterol 34580-13-7, Ketotifen 36791-04-5, Ribavirin 
39809-25-1, Penciclovir 40431-64-9, Dexmethyl phenidate 42399-41-7, 
Diltiazem 42794-76-3, Midodrine 52485-79-7, Buprenorphine 
53179-11-6, Loperamide 53714-56-0, Leuprolide 53910-25-1, Pentostatin 
54063-53-5, Propafenone 54143-55-4, Flecainide 55096-26-9, Nalmefene 
55985-32-5, Nicardipine 56420-45-2, Epirubicin 58581-89-8, Azelastine 
58957-92-9, Idarubicin 59803-98-4, Brimonidine 61379-65-5, 
Rifapentine 63590-64-7, Terazosin 63675-72-9, Nisoldipine 
65271-80-9, Mitoxantrone 66085-59-4, Nimodipine 66104-22-1, Pergolide 
68475-42-3, Anagrelide 69655-05-6, Didanosine 70052-12-9, 
Eflornithine 72509-76-3, Felodipine 72599-27-0, Miglustat 
73573-87-2, Formoterol 73590-58-6, Omeprazole 73963-72-1, Cilostazol 
75847-73-3, Enalapril 76824-35-6, Famotidine 76963-41-2, Nizatidine 
80621-81-4, Rifaximin 81103-11-9, Clarithromycin 81147-92-4, Esmolol 
81403-80-7, Alfuzosin 81409-90-7, Cabergoline 82419-36-1, Ofloxacin 
82626-48-0, Zolpidem 83015-26-3, Atomoxetine 83150-76-9, Octreotide 
83799-24-0, Fexofenadine 83881-51-0, Cetirizine 83905-01-5, 
Azithromycin 84625-61-6, Itraconazole 85441-61-8, Quinapril 
85622-93-1, Temozolomide 85721-33-1, Ciprofloxacin 86386-73-4, 
Fluconazole 86541-75-5, Benazepril 87239-81-4, Cefpodoxime proxetil 
88040-23-7, Cefepime 88150-42-9, Amlodipine 95058-81-4, 
Gemcitabine 97682-44-5, Irinotecan 100643-71-8, Desloratadine 
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115103-54-3, 
Dolasetron 
119141-88-7, 
Quinupristin 



100986-85-4, Levofloxacin 101828-21-1, Butenafine 103060-53-3, 
Daptomycin 103577-45-3, Lansoprazole 103775-14-0, Moexiprilat 
104227-87-4, Famciclovir 106650-56-0, Sibutramine 107233-08-9, 
Cevimeline 107753-78-6, Zafirlukast 111025-46-8, Pioglitazone 
112362-50-2, Dalfopristin 112809-51-5, Letrozole 112811-59-3, 
Gatifloxacin 113665-84-2, Clopidogrel 113806-05-6, Olopatadine 
Tiagabine 115256-11-6, Dofetilide 115956-12-2, 
116539-59-4, Duloxetine 117467-28-4, Cefditoren pivoxil 
Esomeprazole 120014-06-4, Donepezil 120138-50-3, 
120279-96-1, Dorzolamide 120511-73-1, Anastrozole 
123441-03-2, Rivastigmine 124937-51-5, Tolterodine 128196-01-0, 
Escitalopram 129618-40-2, Nevirapine 129722-12-9, Aripiprazole 
134678-17-4, Lamivudine 135729-61-2, Palonosetron 136470-78-5, 
Abacavir 136817-59-9, Delavirdine 137234-62-9, Voriconazole 
139264-17-8, Zolmitriptan 139755-83-2, Sildenafil 142340-99-6, 
Adefovir dipivoxil 143322-58-1, Eletriptan 143491-57-0, Emtricitabine 
144034-80-0, Rizatriptan 144494-65-5, Tirofiban 144689-63-4, 
Olmesartan medoxomil 144701-48-4, Telmisartan 145040-37-5, 
Candesartan cilexetil 145158-71-0, Tegaserod 150378-17-9, Indinavir 
151096-09-2, Moxifloxacin 151319-34-5, Zaleplon 152459-95-5, Imatinib 
154323-57-6, Almotriptan 159989-64-7, Nelfinavir 165800-03-3, 

Celecoxib 170729-80-3, Aprepitant 
175463-14-6, Gemif loxacin 184475-35-2, 
Eptif ibatide 191114-48-4, Telithromycin 
201341-05-1, Tenofovir disoproxil 
226256-56-0, Cinacalcet 
(bioavailability and improved delivery of alkaline drugs by complexation 
with acids or lactones) 



Linezolid 16 9590-42-5, 
171596-29-5, Tadalaf il 
Gef itinib 188627-80-7, 
198904-31-3, Atazanavir 
224785-90-4, Vardenafil 
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20001-2113, US 
41 
1 

2 Drawing Page (s) 
1886 

INDEXING IS AVAILABLE FOR THIS PATENT. 

A pharmaceutical composition comprising enantiomerically pure 
(S) -amlodipine, an ARB and optional other active agents, and methods of 
treating, preventing and managing cardiovascular diseases and disorders, 
and symptoms thereof, using the composition, are disclosed. 



DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS 
AB 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD As used herein, and unless otherwise specified, the term 
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IT 



IT 



"pharmaceutically acceptable salt" refers to salts prepared from 
pharmaceutically acceptable non-toxic acids, including inorganic acids 
and organic acids. Suitable non-toxic acids include inorganic and 
organic acids such as, but not limited to, acetic, alginic, anthranilic, 
aspartic, benzenesulf onic, benzoic, camphorsulf onic, citric, 
ethenesulf onic, formic, fumaric, furoic, gluconic, glutamic, glucorenic, 
galacturonic, glycidic, hydrobromic, hydrochloric, isethionic, lactic, 
maleate, maleic, malic, mandelic, methanesulf onic, mucic, nicotinic, 
nitric, pamoic, pantothenic, phenylacetic , propionic, phosphoric, 
salicylic, stearic, succinic, sulfanilic, sulfuric, tartaric acid, 
p-toluenesulf onic and the like. Specific salts are prepared from 
hydrochloric, hydrobromic, phosphoric, and sulfuric acids. In one 
embodiment, specific salts of (S) -amlodipine include, but are not 
limited to, the malate, besylate, maleate, camsylate, tosylate, 
nicotinate, L-hemitartrate, and D-hemitartrate salts. In another 
embodiment, specific salt of (S) -amlodipine is not malate salt. 
103129-82-4, (S) -Amlodipine 

(compns. comprising (S) -amlodipine and angiotensin receptor blocker) 

97-67-6, L-Malic acid 147-71-7, D-Tartaric acid 88150-42-9, 

Amlodipine 111470-99-6, Amlodipine besylate 

(compns. comprising (S) -amlodipine and angiotensin receptor blocker) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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R.sub.l, R.sub.2, R.sub.3, R.sub.4, U # V, W, Y, and n are as defined 
above, which compounds are HMG CoA reductase inhibitors and thus are 
active in inhibiting cholesterol biosynthesis, modulating blood serum 
lipids, for example, lowering LDL cholesterol and/or increasing HDL 
cholesterol, and treating hyperlipidemia , dyslipidemia , 
hypercholesterolemia, hypertriglyceridemia and atherosclerosis as well 
as Alzheimer's disease and osteoporosis and may be employed as hormone 
replacement therapy. A method for treating the above diseases employing 
the above compounds is also provided. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD To a slurry of 60% NaH in oil (6.55 g, 164 mmol) in THF (250 mL) at 
0° C. was added triethyl phosphonoacetate (31.4 g, 140 mmol) over 
25 min. The reaction mixture was then brought to room temperature for 20 
min and cooled again to 0° C. A solution of methyl 
6 -amino- 4- (4-f luorophenyl) -5-f ormyl-2 -isopropyl -nicotinate 
(37.0 g, 117 mmol) in THF (100 mL) was added over 10 minutes and the 
reaction mixture was allowed to warm to room temperature. After an 
additional 40 minutes the reaction was quenched with water (400 mL) and 
then ethyl acetate (500 mL) . The aqueous layer was extracted with an 
additional 200 mL of ethyl acetate and the combined extracts were dried 
with magnesium sulfate and concentrated to a residue (48 g) . This 
material was crystallized from ether/hexane , and the crystalline 
material further purified by trituration with hot hexanes . The combined 
mother liquors from these steps were purified by silica gel 
chromatography using 0.2% methanol in methylene chloride. This yielded a 
total of 38.5 g (86%) of methyl 6-amino-5- (3-ethoxy-3 -oxopropenyl ) -4- (4- 
f luorophenyl) -2 - isopropylnicotinate . 

DETD B. Methyl 6-fluoro-4- (4 -f luorophenyl ) -5- (hydroxymethyl ) -2- (1- 
methylethyl ) nicotinate 

DETD To a solution of the compound of Part A (35.0 g, 106 mmol) in dry 
tetrahydrofuran (200 mL) at -78° C. under nitrogen was added 1 . 0M 
lithium aluminum hydride in tetrahydrofuran (317 mL, 317 mmol) . The 
reaction was warmed to 0° C. and was stirred at 0° C. for 
addition 1 h. Water (300 mL) was slowly added to the reaction mixture at 
-25° C. The mixture was extracted with ethyl acetate (2+300 
mL) . The combined ethyl acetate layers were dried over sodium sulfate 
and concentrated to provide methyl 6 -fluoro-4 - (4 -f luorophenyl ) -5- 
(hydroxymethyl) -2- (1-methylethyl) nicotinate (30 g, 93%) as 
brown oil. 

DETD C. Methyl 4- ( 4 - f luorophenyl ) -6- ( (2 -hydroxyethyl ) amino) -5- (hydroxymethyl) - 
2- (1-methylethyl) nicotinate 

DETD A solution of the compound of Part B (3 0.00g, 98.96 mmol), 

2-aminoethanol (30.21 g, 494.8 mmol) and di ( 1-methylethyl ) ethyl amine 
(34.47 mL, 197.9 mmol) in dimethylacetamide (150 mL) was heated at 
120° C. for 5 h. The reaction mixture was cooled to room 

temperature. The mixture was diluted with ethyl acetate (300 mL) and was 
washed with a solution of aqueous saturated sodium bicarbonate 
(3+300 mL) . The ethyl acetate layer was dried over sodium sulfate 
and concentrated to provide methyl 4- (4-f luorophenyl) -6- ( (2- 
hydroxyethyl) amino) -5- (hydroxymethyl) -2- (1-methylethyl) 
nicotinate (32 g, 94%) as brown gum. 

DETD B. Methyl 4 -{ 4 - f luorophenyl )- 5 - (hydroxymethyl ) -2 -( 1 -methylethyl ) -6 - 
( (methylsulf onyl ) amino) nicotinate 

DETD Using the procedure described in Example 4 part B, methyl 
4- (4-f luorophenyl) -5- (hydroxymethyl) -2- (1-methylethyl) -6- 
( (methylsulf onyl) amino) nicotinate was prepared from the 
compound of Part A. 

DETD A. Methyl (E) -6-amino-5- (4- (phenylmethoxy) but- 1-enyl ) -4- (4 -f luorophenyl ) - 

2- (1-methylethyl) nicotinate 
DETD To a suspension of (3 -benzyloxypropyl ) triphenyl-phosphonium bromide 

(8.55 g, 17.4 mmol) in tetrahydrofuran (15 mL) was added dropwise sodium 
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bis (trimethylsilyl) amide (34.8 mL, 1.0 M in tetrahydrof uran) under 
nitrogen at -78° C. The reaction was stirred at -78° C. 

for 3 0 min, allowed to warm to room temperature and stirred for another 
30 min. The mixture was then cooled to -78° C. and a solution of 
methyl 6-amino-4- (4-f luorophenyl) -5-formyl-2- (1-methylethyl) -3- 
pyridinecarboxylate (5.0 g, 15.8 mmol) in tetrahydrof uran (10 mL) was 
added dropwise over 45 min. The resulting mixture was stirred at 
-78° C. for 30 min, allowed to warm to room temperature and 
stirred for 2 h. The resulting mixture was then poured into a mixture of 
ice, ethyl acetate, saturated aqueous NH.sub.4Cl and was extracted with 
ethyl acetate. The combined organic layers were washed with brine and 
evaporated. The residue was equally divided and portion was purified by 
a silica gel chromatography (120 g column), using 0% to 45% of ethyl 
acetate in hexanes . The collected fractions were concentrated to provide 
methyl (E) -6-amino-5- (4- (phenylmethoxy) but-l-enyl) -4- (4 -f luorophenyl ) -2- 
( 1 -methyl ethyl ) nicotinate as a light orange oil (5.79 g, 82%): 
LCMS (ESI, pos. ion spectrum) m/z 449 (M+H) ; HPLC (method 3) t.sub.R=3.2 
min . 

DETD B . Methyl 6-amino-4- (4-f luorophenyl) -5- (4 -hydroxybutyl ) -2- (1- 
methylethyl ) nicotinate 

DETD To a solution of the compound of Part A (5.74 g, 12.8 mmol) and 

concentrated hydrochloric acid (3.2 mL) in methanol (150 mL) was added 
Pd/C (0.6 g, 10% wt . on carbon). The reaction bottle was placed under 50 
psig of hydrogen. After 22 h, the mixture was filtered through a pad of 
Celite® and the pad was washed with methanol. The filtrates and 
washings were evaporated. To the residue in an ice bath was added IN 
NaOH aqueous solution (40 mL) . The resulting mixture was extracted with 
methylene chloride. The combined organic layers were washed with brine, 
dried (Na . sub . 2SO . sub . 4 ) and concentrated to give methyl 
6-amino-4- (4 - f luorophenyl ) -5- (4 -hydroxybutyl ) -2- (1-methylethyl) 
nicotinate as a light yellow solid (2.24 g, 92%): LCMS (ESI, 
pos. ion spectrum) m/z 361 (M+H); HPLC (method 3) t.sub.R=2.3 min. 

DETD C. Methyl 4 -( 4 - f luorophenyl ) -2 -( 1-methylethyl )- 6 -( (methylsulf onyl ) amino) - 
5- (4- (methylsulf onyloxy) butyl) nicotinate 

DETD To a solution of the compound from Part B (1.9 g, 5.3 mmol) in 

methylene chloride (35 mL) was added pyridine (3.0 mL, 37.1 mmol) 
followed by addition of methanesulf onyl chloride (1.65 mL, 21.2 mmol). 
The reaction was stirred at room temperature for 4 0 min and then 
quenched with water (5 mL) . The mixture was extracted with methylene 
chloride. The combined organic layers were washed with water, brine, 
dried (Na . sub . 2SO . sub . 4 ) and evaporated. The residue was purified by a 
silica gel chromatography, eluting with 0% to 100% of ethyl acetate in 
hexanes. The collected fractions were concentrated to give methyl 
4- (4-f luorophenyl) -2- (1-methylethyl) -6- ( (methylsulf onyl ) amino) -5- (4- 
( methylsulf onyloxy) butyl) nicotinate as a light orange solid 
(853 mg, 31%): LCMS (ESI, pos. ion spectrum) m/z 517 (M+H); HPLC (method 
3) t.sub.R=3.1 min. 

DETD A. Methyl 6 -amino-4 - (4 - f luorophenyl ) -2 - ( 1 -methylethyl ) - 5 - ( 2 - 
methoxyethenyl ) nicotinate 

DETD To a suspension of (methoxymethyl ) triphenyl -phosphonium chloride (260 
mg, 0.75 mmol) in tetrahydrof uran (0.3 mL) was added, dropwise, a 
solution of potassium tert-butoxide (0.75 mL, 1.0 M in tetrahydrof uran) . 
After 15 min, a solution of methyl 6-amino-4- (4-f luorophenyl) -5-formyl-2- 
( 1-methylethyl) -3 -pyridinecarboxylate (95 mg, 0.3 mmol) in 
tetrahydrof uran (0.3 mL) was added to the above mixture. The resulting 
mixture was stirred at room temperature for 2.5 h, diluted with ethyl 
acetate (15 mL) and washed with brine, dried (Na . sub . 2SO . sub . 4 ) and 
evaporated. The residue was purified by a silica gel chromatography (45 
g column) , eluting with 15% to 20% of ethyl acetate in hexanes to 
provide methyl 6-amino-4- (4-f luorophenyl ) -2- (1-methylethyl) -5- (2- 
methoxyethenyl) nicotinate as a E/Z mixture (80 mg, 77%): LCMS 
(ESI, pos. ion spectrum) m/z 345 (M+H); HPLC (method 3) t.sub.R=2.4 min. 
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IT 50-78-2, Aspirin 51-64-9, Dexamphetamine 52-01-7, Spironolactone 
52-53-9, Verapamil 54-31-9, Furosemide 58-32-2, Dipyridamole 
58-93-5, Hydrochlorothiazide 59-67-6, Niacin, biological studies 
94-20-2, Chlorpropamide 122-09-8, Phentermine 525-66-6, Propranolol 
564-25-0, Doxycycline 637-07-0, Clofibrate 657-24-9, Metformin 
1684-40-8, Tacrine hydrochloride 3416-24-8, Glucosamine 4205-91-8, 
Clonidine hydrochloride 9004-10-8, Insulin, biological studies 
9004-61-9, Hyaluronic acid 9007-28-7, Chondroitin sulfate 10118-90-8, 
Minocycline 10238-21-8, Glyburide 14838-15-4, Phenylpropanolamine 
19237-84-4, Prazosin hydrochloride 21187-98-4, Gliclazide 21829-25-4, 
Nifedipine 22232-71-9, Mazindol 25812-30-0, Gemfibrozil 26807-65-8, 
Indapamide 29094-61-9, Glipizide 29122-68-7, Atenolol 37300-21-3, 
Pentosan polysulfate 42200-33-9, Nadolol 49562-28-9, Fenofibrate 
55142-85-3, Ticlopidine 56180-94-0, Acarbose 56211-40-6, Torasemide 
Captopril 66376-36-1, Alendronate 68475-42-3, Anagrelide 
72956-09-3, Carvediol 75847-73-3, Enalapril 
80830-42-8, Fentiapril 85441-61-8, Quinapril 
87333-19-5, Ramipril 93479-97-1, Glimepiride 
97240-79-4, Topiramate 97322-87-7, Troglitazone 

103775-10-6, Moexipril 105816-04-4, 
■0, Sibutramine 111025-46-8, Pioglitazone 



Miglitol 
Lisinopril 
Benazepril 
Orlistat 
Fosinopril 
106650-56- 



62571-86-2, 
72432-03-2, 
76547-98-3, 
86541-75-5, 
96829-58-2, 
98048-97-6, 
Nateglinide 

111470-99-6, Amlodipine besylate 113665-84-2, Clopidogrel 
114798-26-4, Losartan 120014-06-4, Donepezil 122320-73-4, 
Rosiglitazone 135062-02-1, Repaglinide 137862-53-4, Valsartan 
138402-11-6, Irbesartan 141758-74-9, Ac2993 143443-90-7, Ifetroban 
143653-53-6, Abciximab 144288-97-1, Ts-962 144494-65-5, Tirofiban 

Ly295427 159183-92-3, 1750355 160135-92-2, Gemopatrilat 
Isaglitazone 162011-90-7, Vioxx 166518-60-1, Avasimibe 
167305-00-2, Omapatrilat 168273-06-1, Rimonabant 169319-62-4, Cgs 
30440 169590-42-5, Celebrex 170861-63-9, Jtt-501 176435-10-2, 
Ly315902 178759-95-0, MD 700 182815-44-7, Cholestagel 188627-80-7, 
Eptifibatide 196808-45-4 199113-98-9, Nn-2344 199914-96-0, Ym-440 
Jtt-705 213252-19-8, Krp297 244081-42-3, Aj9677 
p32/98 262352-17-0, Torcetrapib 282526-98-1, ATL 962 
Muraglitazar 335149-08-1, L 895645 335149-14-9, R 119702 
KAD 1129 335149-17-2, ARHO 39242 335149-19-4, GW 409544 
NVP-DPP 728A 335149-25-2, CP 331648 361442-04-8, BMS 
430433-17-3, Glipyride 430433-43-5, CP 644673 444069-80-1, 
654671-78-0, MK 431 



152755-31-2, 
161600-01-7, 



211513-37-0, 
251572-86-8, 
331741-94-7, 
335149-15-0, 
335149-23-0, 
477118 
Axokine 



(claimed co-drug; preparation of nitrogen containing bicyclic pyridine-based 
derivs . as inhibitors of HMG CoA reductase) 
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NUMBER OF CLAIMS: 19 
EXEMPLARY CLAIM: 1 
LINE COUNT: 911 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a process for producing a coated drug form or a 

drug form in the form of an active ingredient matrix, by processing a 
copolymer, an active pharmaceutical ingredient, a core if present and/or 
pharmaceutically customary excipients in a conventional manner by 
melting, injection molding, extrusion, wet granulation, casting, 
dipping, spreading, spraying or compression to form a coated drug form 
and/or to form an active ingredient matrix, characterized in that a 
copolymer is used which is composed of 20 to 33% by weight methacrylic 
acid, 5 to 30% by weight methyl acrylate, 20 to 40% by weight ethyl 
acrylate and more than 10 to 30% by weight butyl methacrylate and, if 
desired, 0 to 10% by weight further vinylically copolymerizable 
monomers, with the proviso that the glass transition temperature of the 
copolymer in accordance with ISO 11357-2, section 3.3.3, is 55 to 
70° C. The invention further relates to the drug form produced in 
accordance with the invention, to the copolymer, and to the use thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM The drug form of the invention may comprise, for example, the following 
active ingredients: characterized in that as active ingredient 
paroxetine, reboxetine morphine and its derivatives, tramadol, 
bisacodyl, sodium fluoride acamprosate Ca, digitoxin, dimethicone, coli 
bacteria, liponic acid, methenamine, budenoside, acetylsalicylic acid, 
diclofenac, f lurbiprophen, indometacin, lonazolac, hydrocortisone, 
ibuprofen, ketoprofen, prednisolone, propyphenazone, naproxen, 
paracetamol, flurbiprofen, dimetindene, quinidine, metoprolol, 
propranolol, oxprenolol, pindolol, atenolol, metoprolol, disopyramide, 
verapamil, diltiazem, gallopamil, nifedipine, nicardipine, nisoldipine, 
nimodipine, amlodipine, theophylline, salbutamol, terbutaline, ambroxol , 
aminophylline, carbamazepine, alendronate, etidronate, clodronate, 
pamidronate, ibandronate choline theophyllinate, pyridostigmine, 
piretanide, furosemide, pentoxyif ylline, naf tidrof uryl , buflomedil, 
xantinol nicotinate/ bencyclane, allopurinol, norephedrine, 
clorphenamine isosorbide mononitrate, isosorbide dinitrate, glycerol 
trinitrate, molsidomine, bezafibrate, fenofibrate, gemfibrozil, 
cerivastatin, pravastatin, fluvastatin, lovastatin, atorvastatin, 
simvastatin, 5 -aminosalicylic acid, sulfasalazine, budenoside, 
natamycin, preglumetacin sulf asalacine , nitrof urantion xantinol, 
metoclopramid, amitriptyline, dibenzepine, venlaf axin, thioridazine, 
oxazepam, omeprazole, lanzoprazole , pantoprazole, rabeprazole, 
perprazole, esomprazole, nitrofurantoin, rutoside, garlic, aescin, 
bromelaine, pancreatin or trypsin, an insulin, a human growth hormone 
(hGH) , corbaplatin, intron A, calcitonin, cromalyn, an interferon, a 
calcitonin, granulocyte colony stimulating factor (G-CSF) , an 
interleukin, a kinine, parathyroid hormones, glucagon, pindolol, 
prosomatostatin, a somatostatin, detirelix, cetrorelix, vasopressin, 
l-deaminocysteine-8-D-arginine vasopressin, leuprolide acetate or an 
antigen obtained from grasses or other plants, such as rye, wheat, 
barley, oats, Bermuda grass, horsetail, maple, elm, oak, plane, poplar, 
cedar, horsetail, thistles, IgG, specific vaccines or monoclonal 
antibodies, dry plant extract, ascorbic acid, aspartamic acid, valproic 
acid zinc, and potassium, sodium, lithium and their salts used 
pharmaceutically. 



CLM What is claimed is: 

14. The drug form as claimed in claim 13, wherein the active ingredient 



10/527, 093 



is selected from the group consisting of paroxetine, reboxetine 
morphine, derivatives of reboxetine morphine, tramadol, bisacodyl, 
sodium fluoride acamprosate Ca, digitoxin, dimethicone, coli bacteria, 
lipoic acid, methenamine, budenoside, acetylsalicylic acid, diclofenac, 
f lurbiprophen, indometacin, lonazolac, hydrocortisone, ibuprofen, 
ketoprofen, prednisolone, propyphenazone, naproxen, paracetamol, 
flurbiprofen, dimetindene, quinidine, metoprolol, propranolol, 
oxprenolol, pindolol, atenolol, metoprolol, disopyramide, verapamil, 
diltiazem, gallopamil, nifedipine, nicardipine, nisoldipine, nimodipine, 
amlodipine, theophylline, salbutamol, terbutaline, ambroxol, 
aminophylline, carbamazepine, alendronate, etidronate, clodronate, 
pamidronate, ibandronate, choline theophyllinate, pyridostigmine, 
piretanide, furosemide, pentoxifylline, naf tidrof uryl , buflomedil, 
xantinol nicotinate, bencyclane, allopurinol, norephedrine, 
clorphenamine isosorbide mononitrate, isosorbide dinitrate, glycerol 
trinitrate, molsidomine, bezafibrate, fenofibrate, gemfibrozil, 
cerivastatin, pravastatin, fluvastatin, lovastatin, atorvastatin, 
simvastatin, 5-aminosalicylic acid, sulfasalazine, budenoside, 
natamycin, preglumetacin sulf asalacine , nitrof urantion xantinol, 
metoclopramid, amitriptyline, dibenzepine, venlaf axin, thioridazine, 
oxazepam, omeprazole, lanzoprazole, pantoprazole, rabeprazole, 
perprazole, esomprazole, nitrofurantoin, rutoside, garlic, aescin, 
bromelaine, pancreatin or trypsin, an insulin, a human growth hormone 
(hGH) , corbaplatin, intron A, calcitonin, cromalyn, an interferon, a 
calcitonin, granulocyte colony stimulating factor (G-CSF) , an 
interleukin, a kinine, parathyroid hormones, glucagon, pindolol, 
prosomatostatin, a somatostatin, detirelix, cetrorelix, vasopressin, 
l-deaminocysteine-8-D-arginine vasopressin, leuprolide acetate, an 
antigen obtained from grasses or other plants, IgG, specific vaccines or 
monoclonal antibodies, dry plant extract, ascorbic acid, aspartamic 
acid, valproic acid zinc, and potassium, sodium, lithium and 
pharmaceutical^ acceptable salts thereof. 

IT 50-23-7, Hydrocortisone 50-24-8, Prednisolone 50-48-6, Amitriptyline 
50-52-2, Thioridazine 50-78-2, Acetylsalicylic acid 50-81-7, 
L-Ascorbic acid, biological studies 52-53-9, Verapamil 53-86-1, 
Indometacin 54-31-9, Furosemide 55-63-0, Glycerol trinitrate 
56-54-2, Quinidine 57-27-2, Morphin, biological studies 58-55-9, 
Theophylline, biological studies 67-20-9, Nitrofurantoin 70-47-3, 
Aspartamic acid, biological studies 71-63-6, Digitoxin 87-33-2, 
Isosorbide dinitrate 89-57-6, 5-Aminosalicylic acid 99-66-1, Valproic 
acid 100-97-0, biological studies 103-90-2, Paracetamol 113-92-8 
130-95-0, Quinine 151-21-3, Sodium lauryl sulfate, biological studies 
153-18-4, Rutoside 155-97-5, Pyridostigmine 298-46-4, Carbamazepin 
315-30-0, Allopurinol 317-34-0, Aminophyllin 364-62-5, Metoclopramide 
437-74-1, Xantinolnicotinate 479-92-5, Propyphenazone 525-66-6, 
Propranolol 599-79-1, Sulfasalazin 604-75-1, Oxazepam 1200-22-2, 
Lipoic acid 1310-73-2, Sodium hydroxide, biological studies 
2179-37-5, Bencyclane 2530-97-4, Xanthinol 2809-21-4 3737-09-5, 
Disopyramide 4498-32-2, Dibenzepine 4499-40-5, Choline theophyllinate 
5104-49-4, Flurbiprofen 5636-83-9, Dimetindene 6452-71-7, Oxprenolol 
6493-05-6, Pentoxifylline 6805-41-0, Aescin 7439-93-2, Lithium, 
biological studies 7439-93-2D, Lithium, salts 7440-09-7, Potassium, 
biological studies 7440-09-7D, Potassium, salts 7440-23-5, Sodium, 
biological studies 7440-23-5D, Sodium, salts 7440-66-6, Zinc, 
biological studies 7440-66-6D, Zinc, salts 7681-49-4, Sodium 
fluoride, biological studies 7681-93-8, Natamycin 8049-47-6, 
Pancreatin 9002-07-7, Trypsin 9002-64-6, Parathormone 9002-72-6, 
Somatotropin 9004-10-8, Insulin, biological studies 9006-65-9, 
Dimethicone 9007-12-9, Calcitonin 9007-92-5, Glucagon, biological 
studies 10596-23-3 11000-17-2, Vasopressin 13523-86-9, Pindolol 
14838-15-4, Norephedrine 15307-86-5, Diclofenac 15687-27-1, Ibuprofen 
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16051-77-7, Isosorbide mononitrate 16110-51-3, Cromolyn 16662-47-8, 
Gallopamil 16679-58-6 18559-94-9, Salbutamol 18683-91-5, Ambroxol 
21829-25-4, Nifedipine 22071-15-4, Ketoprofen 22204-53-1, Naproxen 
23031-25-6, Terbutalin 25717-80-0, Molsidomine 25812-30-0, 
Gemfibrozil 27203-92-5, Tramadol 29122-68-7, Atenolol 31329-57-4, 
Naftidrofuryl 40391-99-9 41575-94-4, Carboplatin 41859-67-0, 
Bezafibrate 42399-41-7, Diltiazem 49562-28-9, Fenofibrate 

Somatostatin 51333-22-3, Budesonide 51384-51-1, 
53808-88-1, Lonazolac 55837-25-7, Buflomedil 55837-27-9, 
55985-32-5, Nicardipine 57132-53-3, Proglumetacin 

63675-72-9, Nisoldipine 66085-59-4, Nimodipine 
73590-58-6, Omeprazole 74381-53-6, Leuprolide 
acetate 75330-75-5, Lovastatin 77337-73-6, Acamprosate calcium 
79902-63-9, Simvastatin 81093-37-0, Pravastatin 88150-42-9, 
Amlodipine 89662-30-6, Detirelix 93413-69-5, Venlafaxine 
93957-54-1, Fluvastatin 98530-12-2, Intron A 102625-70-7, 
Pantoprazole 103577-45-3 114084-78-5, Ibandronate 117976-89-3, 
Rabeprazole 119141-88-7, Esomeprazole 120287-85-6, Cetrorelix 
134523-00-5, Atorvastatin 143011-72-7, Granulocyte Colony Stimulating 
factor 145599-86-6, Cerivastatin 150977-36-9, Bromelain 
161973-10-0, Perprazole 

(drug formulations with methacrylic acid-methylacrylate-ethylacrylate- 
butylmethacrylate copolymer containing coating or matrix) 



51110-01-1, 
Metoprolol 
Piretanide 
61869-08-7, Paroxetine 
66376-36-1, Alendronate 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to an adhesive and binding agent for dermal or 

transdermal treatment systems, said agent containing (a) a 
(meth) acrylate copolymer consisting of radically polymerised 
C<sb>l</sb>to C<sb>4</sb>alkyl esters of acrylic or methacrylic acid and 
(meth) acrylate monomers having a cationic ammonium group in the alkyl 
radical; (b) between 0.1 and 45 weight %, in relation to (a), of an organic 
dicarboxylic or tricarboxylic acid, or of acrylate or (meth) acrylate 
polymers or copolymers containing acid groups; (c) a skin penetration 
enhancer; and (d) optionally a pharmaceutical active ingredient, a 
softener and/or at least one standard addition agent. The inventive 
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adhesive and binding agent is characterised in that the penetration 
enhancer (c) is an alcohol comprising between 10 and 12 carbon atoms. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

SUMM Morphine and/or its derivatives, tramadol, acetylsalicylic acid, 
diclofenac, indometacin, lonazolac, ibuprofen, ketoprofen, 
propyphenazone, naproxen, paracetamol, flurbiprofen, dimetindene, 
quinidine, metoprolol, propranolol, oxprenolol, pindolol, atenolol, 
metoprolol, disopyramide, verapamil, diltiazem, gallopamil, nifedipine, 
nicardipine, nisoldipine, nimodipine, amlodipine, theophylline, 
salbutamol, sildenafil, terbutaline, ambroxol , aminophylline, choline 
theophyllinate, pyridostigmine, piretanide, furosemide, pentoxifylline, 
naf tidrof uryl , buflomedil, xantinol nicotinate, bencyclane, 
allopurinol, norephedrine, clorphenamine isosorbide mononitrate, 
isosorbide dinitrate, glyceryl trinitrate, molsidomine, bezafibrate, 
fenofibrate, gemfibrozil, cerivastatin, pravastatin, fluvastatin, 
lovastatin, atorvastatin, simvastatin, xantinol, metoclopramide, 
amitriptyline, dibenzepine, venlafaxine, thioridazine, oxazepam, 
lithium, nitrofurantoin, dry plant extract, ascorbic acid and potassium, 
and/or the salts thereof used pharmaceutically . 

CLM What is claimed is: 

10. The adhesive and binder of claim 9, wherein as active pharmaceutical 
substance morphine and/or its derivatives, tramadol, acetylsalicylic 
acid, diclofenac, indometacin, lonazolac, ibuprofen, ketoprofen, 
propyphenazone, naproxen, paracetamol, flurbiprofen, dimetindene, 
quinidine, metoprolol, propranolol, oxprenolol, pindolol, atenolol, 
metoprolol, disopyramide, verapamil, diltiazem, gallopamil, nifedipine, 
nicardipine, nisoldipine, nimodipine, amlodipine, theophylline, 
salbutamol, terbutaline, ambroxol, aminophylline, choline 
theophyllinate, pyridostigmine, piretanide, furosemide, pentoxifylline, 
naf tidrof uryl , buflomedil, xantinol nicotinate, bencyclane, 
allopurinol, norephedrine, clorphenamine isosorbide mononitrate, 
isosorbide dinitrate, glyceryl trinitrate, molsidomine, bezafibrate, 
fenofibrate, gemfibrozil, cerivastatin, pravastatin, fluvastatin, 
lovastatin, atorvastatin, simvastatin, xantinol, metoclopramide, 
amitriptyline, dibenzepine, venlafaxine, thioridazine, oxazepam, 
lithium, nitrofurantoin, dry plant extract, ascorbic acid and potassium, 
and/or the salts thereof used pharmaceutically is present. 

IT 50-28-2, Estradiol, biological studies 50-48-6, Amitriptyline 
50-52-2, Thioridazine 50-78-2, Acetylsalicylic acid 50-81-7, 
L-Ascorbic acid, biological studies 51-34-3, Scopolamine 52-53-9, 
Verapamil 53-86-1, Indometacin 54-11-5, Nicotin 54-31-9, Furosemid 
55-63-0, Glyceroltrinitrate 56-54-2, Quinidine 57-63-6, 
Ethinylestradiol 58-22-0, Testosteron 58-55-9, Theophylline, 
biological studies 59-05-2, Methotrexate 67-20-9, Nitrofurantoin 
77-92-9, Citric acid, biological studies 79-10-7D, Acrylic acid, 
esters, polymers 79-41-4D, Methacrylic acid, esters, polymers 
87-33-2, Isosorbide dinitrate 94-24-6, Amethocaine 103-90-2, 
Paracetamol 110-17-8, Fumaric acid, biological studies 113-92-8, 
Chlorpheniramine maleate 155-97-5, Pyridostigmine 315-30-0, 
Allopurinol 317-34-0, Aminophyllin 364-62-5, Metoclopramide 
437-38-7, Fentanyl 437-74-1, Xantinolnicotinate 465-65-6, Naloxone 
479-92-5, Propyphenazone 525-66-6, Propranolol 604-75-1, Oxazepam 
886-38-4, Diphencyprone 1143-38-0, Dithranol 2179-37-5, Bencyclane 
3737-09-5, Disopyramide 4205-90-7, Clonidine 4498-32-2, Dibenzepine 
4499-40-5, Cholinetheophyllinate, biological studies 5104-49-4, 
Flurbiprofen 5633-20-5/ Oxybutynin 5636-83-9, Dimetindene 
6452-71-7, Oxprenolol 6493-05-6, Pentoxif yllin 7439-93-2, Lithium, 
biological studies 7440-09-7, Potassium, biological studies 
9007-12-9, Calcitonin 13523-86-9, Pindolol 14838-15-4, Norephedrine 
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Diclophenac sodium 15307-86-5, Diclofenac 15687-27-1, 
16051-77-7, Isosorbide mononitrate 16662-47-8, Gallopamil 
18683-91-5, Ambroxol 21829-25-4, Nifedipine 
22204-53-1, Naproxen 23031-25-6, Terbutalin 
Molsidomine 25812-30-0, Gemfibrozil 27203-92-5, Tramadol 
29122-68-7, Atenolol 31329-57-4, Naf tidrof uryl 41859-67-0, 
Bezafibrate 42399-41-7, Diltiazem 49562-28-9, Fenofibrate 
51384-51-1, Metoprolol 52485-79-7, Buprenorphine 53808-88-1, 
Lonazolac 55837-25-7, Buflomedil 55837-27-9, Piretanide 55985-32-5, 
63675-72-9, Nisoldipine 72522-13-5, Eptazocine 
Lovastatin 79902-63-9, Simvastatin 81093-37-0, 
Pravastatin 88150-42-9, Amlodipine 93413-69-5, Venlafaxine 
93957-54-1, Fluvastatin 134523-00-5, Atorvastatin 145599-86-6, 
Cerivastatin 

(adhesive and binding agent for dermal or transdermal therapeutical 
systems containing acrylate and methacrylate copolymers, di-or 
tricarboxylic acids and permeation enhancers) 



15307-79-6, 
Ibuprof en 
18559-94-9, Albuterol 
22071-15-4, Ketoprofen 
25717-80-0, 



Nicardipine 
75330-75-5, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention defines novel compositions that can be used for clinical 

treatment of a class of chronic inflammatory diseases. Increased 
generation of carbonyl substances, namely aldehydes and ketones, occurs 
at sites of chronic inflammation and is common to the etiologies of all 
of the clinical disorders addressed herein. Such carbonyl substances are 
cytotoxic and additionally serve to perpetuate and disseminate the 
inflammatory process. This invention defines use of compositions, the 
orally administered required primary agents of which are primary amine 
derivatives of benzoic acid capable of covalently reacting with the 
carbonyl substances. p-Aminobenzoic acid (or PABA) is an example of the 
required primary agent of the present invention. PABA has a small 
molecular weight, is water soluble, has a primary amine group which 
reacts with carbonyl-containing substances and is tolerated by the body 
in relatively high dosages for extended periods. The method of the 
present invention includes administration of a composition comprising: 
(1) an orally consumed therapeutically effective amount of at least one 
required primary agent; (2) at least one required previously known 
medicament co-agent recognized as effective to treat a chronic 
inflammatory disease addressed herein administered to the mammalian 
subject via the oral route, other systemic routes of administration or 
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via the topical route; and (3) optionally one or more additional orally 
consumed co-agent selected from the group consisting of antioxidants, 
vitamins, metabolites at risk of depletion, sulfhydryl co-agents, 
co-agents which may facilitate glutathione activity and nonabsorbable 
primary amine polymeric co-agents, so as to produce an additive or 
synergistic physiological effect of an ant i - inflammatory nature. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

DETD The closed group of optional antioxidant co-agents is hereby limited to 
the following substances, each intended for administration solely via 
the oral route. It is claimed herein that the therapeutic value of the 
primary agents of the instant disclosure can be maximized by optional 
administration in conjunction with recognized antioxidant co-agents, 
including free radical trapping substances and substances that inhibit 
lipid peroxidation, such as a-tocopherol (Ferrari and coworkers, 
1991, pg. 97S; Stuckey, 1968, pp. 214-215), dosage range from 100 I. U. 
daily to 3,500 I. U. daily. This dosage range for a-tocopherol is 
also claimed for other vitamin E derivatives such as p-tocopherol , 
Y- tocopherol , 5- tocopherol , e-tocopherol , 
C- sub. 1- tocopherol, C • sub . 2- tocopherol and r\ - tocopherol , 

as well as pharmaceutically acceptable ester derivatives thereof such as 
the corresponding acetate, succinate and nicotinate forms. 
DETD The following illustrate specific formulations according to the present 
invention . 



p-aminobenzoic acid 




1 


gm 


d-a- tocopheryl succinate 


500 


I .U. 




benztropine mesylate (intramuscular dosage 


) 1 


mg 


p-aminobenzoic acid, potassium salt 




20 


gm 


mixed tocopherols 




3, 500 


I.U 


N-acetyl cysteine 




10 


gm 


oxybutynin chloride 




20 


mg 


o-aminomethylbenzoic acid 




5 


gm 


a-tocopherol nicotinate 


1, ! 


500 I.U. 




dihydrolipoic acid 




250 


mg 


ethopropazine 




200 


mg 



IT 5593-20-4, Betamethasone 17, 21-dipropionate 5633-20-5, Oxybutynin 
5728-52-9, Felbinac 5913-70-2, Pyridoxal 5-phosphate calcium salt 
5934-23-6, Vitamin K2(30) dihydro diacetate 5934-25-8, Vitamin K6 
dihydrochloride 5934-26-9, Vitamin K7 hydrochloride 5949-29-1, Citric 
acid monohydrate 6020-87-7, Creatine monohydrate 6027-13-0, 
Homocysteine 6035-45-6, Folinic acid calcium salt pentahydrate 
6054-98-4, Disodium azodisalicylate 6100-05-6 6223-35-4, Sodium 
guaiazulene-3 -sulfonate 6452-71-7, Oxprenolol 64 93-05-6, 
Pentoxifylline 7085-45-2, Biperiden lactate 7235-40-7, 
p-Carotene 7512-17-6, N-AcetylGlucosamine 7616-22-0, 
Y-Tocopherol 7683-59-2, Isoproterenol 7782-49-2, Selenium, 
biological studies 8059-24-3, Vitamin B6 8069-87-2 9001-90-5D, 
Plasmin, streptokinase complex, acylated 9002-01-1, Streptokinase 
9002-01-1D, Streptokinase, plasmin complex, acylated 9002-60-2, 
Corticotropin, biological studies 9002-89-5D, Poly(vinyl alcohol), 
derivs. 9003-39-8, Polyvinylpyrrolidone 9003-53-6D, Polystyrene, 
derivs . 9003-70-7D, Divinylbenzene-styrene copolymer, derivs. 
9004-34-6D, Cellulose, derivs. 9004-57-3, Ethyl cellulose 9005-49-6, 
Heparin, biological studies 9014-67-9, Aloxiprin 9039-53-6D, 
Urokinase, acylated 9041-08-1, Heparin sodium 10118-90-8, Minocycline 
10236-58-5, L-Selenocysteine 11032-49-8, Vitamin K2 11104-38-4, 
Vitamin Kl 12192-57-3, Aurothioglucose 12244-57-4, Gold sodium 
thiomalate 13345-51-2D, Prostaglandin Bl, oligomers 13422-55-4, 
Methyl vitamin B12 13523-86-9, Pindolol 13539-59-8, Azapropazone 
13655-52-2, Alprenolol 13710-19-5, Tolfenamic acid 13739-02-1, 
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Diacetylrhein 13993-65-2, Metiazinic acid 14402-89-2, Sodium 
nitroprusside 15307-86-5, Diclofenac 15475-56-6, Methotrexate sodium 
15686-51-8, Clemastine 15687-27-1, Ibuprofen 15722-48-2, Olsalazine 
16051-77-7, Isosorbide 5-mononitrate 17969-20-9, Fenclozic acid 
18471-20-0, Ditazol 18472-51-0, Chlorhexidine gluconate 18642-10-9, 
Thiamine disulfide hydrochloride 18694-40-1, Epirizole 18917-89-0, 
Magnesium salicylate 19771-63-2, L-2 -Oxothiazolidine-4 -carboxylic acid 
19982-08-2, Memantine 20168-99-4, Cinmetacin 20554-84-1, Parthenolide 
21256-18-8, Oxaprozin 21829-25-4, Nifedipine 22071-15-4, Ketoprofen 
22204-53-1, Naproxen 22494-42-4, Diflunisal 22760-18-5, Proquazone 
23288-49-5, Probucol 23981-47-7, 6 -Methoxy-2 -naphthylacetic acid 
24237-54-5, Tinoridine 25013-16-5, Butylated hydroxyanisole 
25122-46-7, Clobetasol propionate 25451-15-4, Felbamate 25486-55-9, 
Vitamin Kl oxide 26171-23-3, Tolmetin 26589-39-9, Eudragit S 
26787-78-0, Amoxicillin 26839-75-8, Timolol 27035-30-9, Oxametacin 
27470-51-5, Suxibuzone 27686-36-8, Hypolaetin-8-glucoside 27696-41-9, 
Hypolaetin 28704-27-0, L-Alanine-L-glutamic acid-L-lysine-L- tyrosine 
copolymer 28 841-62-5, D-myo- Inositol - 1 . 2 . 6 - trisphosphate 29031-19-4, 
Glucosamine sulfate 29098-15-5, Etoclofene 29122-68-7, Atenolol 
29679-58-1, Fenoprofen 29908-03-0, S -Adenosylmethionine 30011-11-1, 
Bimetopyrol 30748-29-9, Feprazone 31793-07-4, Pirprofen 31842-01-0, 
Indoprofen 32808-51-8, Bucloxic acid 32839-30-8, Eicosapentaenoic 
acid 33005-95-7, Tiaprofenic acid 34031-32-8, Auranofin 34042-85-8, 
Sudoxicam 34148-01-1, Clidanac 34334-69-5, Cirsiliol 34461-73-9, 
Bumadizone calcium 34552-84-6, Isoxicam 34645-84-6, Fenclofenac 
36322-90-4, Piroxicam 36330-85-5, Fenbufen 36364-49-5, Imidazole 
salicylate 36616-52-1, Fenclorac 36740-73-5, Flumizole 36894-69-6, 
Labetalol 36994-25-9, 2- (p-Bromophenyl ) -9-dimethylaminopropyl-9H- 
imidazo [1, 2-a] benzimidazole 37270-89-6, Heparin calcium 37517-30-9, 
Acebutolol 38194-50-2, Sulindac 38363-40-5, Penbutolol 38957-41-4, 
Emorfazone 40828-46-4, Suprofen 41340-25-4, Etodolac 42200-33-9, 
Nadolol 42399-41-7, Diltiazem 42924-53-8, Nabumetone 50270-32-1, 
1-Isobutyl -3 , 4-diphenylpyrazole-5-acetic acid 50270-33 -2 , Isof ezolac 
51059-44-0, Oroxindin 51234-28-7, Benoxaprofen 51322-75-9, Tizanidine 

51384-51-1, Metoprolol 51484-40-3, Dif enpiramide 51579-82-9, 
Amfenac 51781-06-7, Carteolol 51803-78-2, Nimesulide 52263-84-0, 
(S) - (+) -Carprof en 52443-21-7, Glucametacin 53123-88-9, Rapamycin 
53179-11-6D, Loperamide, diazo derivs . 53527-28-9, Scalaradial 
53597-27-6, Fendosal 53716-49-7, Carprofen 54350-48-0, Etretinate 
55142-85-3, Ticlopidine 55242-55-2, Propentophylline 55366-56-8, 
Hibifolin 55453-87-7, Isoxepac 55837-18-8, Butibufen 55985-32-5, 
Nicardipine 56824-20-5, Amiprilose 57132-53-3, Proglumetacin 
58433-11-7, Tilomisole 58456-91-0, 2-Aminomethyl-4-tert-butyl -6 - 
iodophenol 59122-46-2, Misoprostol 59804-37-4, Tenoxicam 
59865-13-3, Cyclosporin A 59937-28-9, Malotilate 60142-96-3, 
Gabapentin 60940-34-3, Ebselen 61941-57-9, Ethyl 2-amino-3- 
benzoylphenylacetate 62571-86-2, Captopril 63329-53-3, Lobenzarit 
63659-18-7, Betaxolol 64217-16-9, Phenytoin-phenobarbi tal mixture 
64224-21-1, Oltipraz 64294-95-7, Setastine 64425-90-7, Choline 
magnesium trisalicylate, biological studies 65277-42-1, Ketoconazole 
65666-07-1, Silymarin 66734-13-2, Alclometasone dipropionate 
66934-18-7, Flunoxaprof en 68291-97-4, Zonisamide 68506-86-5, 
Vigabatrin 68767-14-6, Loxoprofen 69425-13-4, 2, 6-Di-tert-butyl-4 - [2 ■ - 
thenoyl] -phenol 70360-12-2, Sideritof lavone 71125-38-7, Meloxicam 
71320-77-9, Moclobemide 72509-76-3, Felodipine 74103-06-3, Ketorolac 
74103-07-4, Ketorolac tromethamine 74469-00-4, Amoxicillin-clavulanate 
potassium mixture 75060-92-3 75364-47-5 75695-93-1, Isradipine 
75706-12-6, Leflunomide 75821-71-5, Lonazolac calcium 75847-73-3, 
Enalapril 76420-72-9, Enalaprilat 76547-98-3, Lisinopril 
76584-70-8, Divalproex sodium 76990-56-2, Milacemide 77086-21-6, 
Dizocilpine 77699-47-9, Herbimycin 80474-14-2, Fluticasone propionate 
8093 7-31-1, 6-(2, 4 -Dif luorophenoxy ) - 5 -methyl sulf onylamino-l-indanone 
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81147-92-4, Esmolol 83919-23-7, Mometasone 17- (2-furoate) 84057-84-1, 
Lamotrigine 85441-61-8, Quinapril 86541-75-5, Benazepril 
87333-19-5, Ramipril 88150-42-9, Amlodipine 89149-10-0, 
15-Deoxyspergualin 89796-99-6, Aceclofenac 90101-16-9, Droxicam 
91418-71-2, Diacetylsplenopentin 98048-97-6, Fosinopril 98320-39-9, 
(10-Methoxy-4H-benzo [4,5] cyclohepta [1, 2-b] thiophene-4 -ylidene) acetic acid 
100827-28-9, Erbstatin 103475-41-8, Tepoxalin 110101-67-2, Tirilazad 
mesylate 110952-54-0, 2- (2 -Hydroxy-4 -methylphenyl ) aminothiazole 
hydrochloride 111406-87-2, Zileuton 117279-73-9 120072-59-5, 
7- [3- (4-Acetyl-3-methoxy-2-propylphenoxy) -propoxy] -3 , 4-dihydro-8-propyl- 
2H-l-benzopyran-2-carboxylic acid 120210-48-2, Tenidap 122726-03-8, 
Vitamin K2(35) dihydro diacetate 125697-92-9, Lavendustin A 
129424-08-4 131420-91-2, (Z) -3- [4- (Acetyloxy) - 5 -ethyl - 3 -methoxy- 1 - 
naphthalenyl] -2-methyl -2 -propenoic acid 132392-39-3, 
5- [ [3, 5-Bis (1, 1-dimethylethyl) -4 -hydroxyphenyl] methylene] -3- 
(dimethylamino) -4 - thiazolidinone 1323 92-65-5, 5- [ [3, 5-Bis (1,1- 
dimethylethyl ) -4 -hydroxyphenyl] methylene] -3- (methylamino) -4- 
thiazolidinone 133332-08-8, DL-2 - (4 -Hexyloxyphenyl ) glycine octyl ester 
133763-16-3, l-p-Chlorobenzyl-2-dimethylaminomethyl -1 , 2-cyclohexene 
135872-94-5, 1- [ (4 -Chlorophenyl ) methyl] -2-methyl-5- (quinolinylmethoxy ) -1H- 
indole-3-acetic acid 136449-85-9 139639-23-9, Tissue plasminogen 
activator 143090-92-0, Anakinra 150977-36-9, Bromelain 151035-57-3, 
Quinapril -hydrochlorothiazide mixture 226721-96-6, Sodium 
2- [4- ( 2 -oxocyclopentylmethyl) phenyl] propionate dihydrate 354124-52-0, 
Thioctic acid ethylenediamine 

(compns. treatment of chronic inflammatory diseases) 
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AB The invention relates to a method for producing a pharmaceutical dosage 

form as tablets, pellets and/or in the form of an active 

ingredient-containing matrix, whereby the tablets, pellets and/or active 
ingredient-containing matrix contain a pharmaceutical active ingredient 
and a copolymer serving as a coating agent and/or binding agent, and 
optionally contain a core and pharmaceutically common additives. 
According to the invention, the copolymer, the pharmaceutical active 
ingredient, the optionally present core and/or the pharmaceutically 
common additives are processed using known techniques by melting, 
injection molding, extrusion, wet granulation, casting, dipping, 
spreading out, spraying on, or pressing to form tablets, pellets and/or 
an active ingredient-containing matrix. The inventive method is 
characterized in that a copolymer is used that consists of 20 to 34 weight 
% methacrylic acid, 20 to 69 weight % methylacrylate and 0 to 40 weight % 
ethylacrylate and, optionally, of 0 to 10 weight % of additional 
vinylically copolymerizable monomers with the provision that the glass 
transition temperature of the copolymer is no higher than 60° C. 
according to ISO 11357-2, Item 3.3.3. The invention also relates to the 
pharmaceutical dosage form produced according to this method, said 
copolymer and the use thereof. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD The drug form of the invention may comprise, for example, the following 
active ingredients: characterized in that as active ingredient 
paroxetine, reboxetine morphine and its derivatives, tramadol, 
bisacodyl, sodium fluoride acamprosate Ca, digitoxin, dimethicone, coli 
bacteria, liponic acid, methenamine, budenoside, acetylsalicylic acid, 
diclofenac, f lurbiprophen, indometacin, lonazolac, hydrocortisone, 
ibuprofen, ketoprofen, prednisolone, propyphenazone , naproxen, 
paracetamol, flurbiprofen, dimetindene, quinidine, metoprolol, 
propranolol, oxprenolol, pindolol, atenolol, metoprolol, disopyramide, 
verapamil, diltiazem, gallopamil, nifedipine, nicardipine, nisoldipine, 
nimodipine, amlodipine, theophylline, salbutamol, terbutaline, ambroxol, 
aminophylline, carbamazepine , alendronate, etidronate, clodronate, 
pamidronate, ibandronate choline theophyllinate, pyridostigmine, 
piretanide, furosemide, pentoxyif ylline, naf tidrof uryl , buflomedil, 
xantinol nicotinate, bencyclane, allopurinol, norephedrine, 
clorphenamine isosorbide mononitrate, isosorbide dinitrate, glycerol 
trinitrate, molsidomine, bezafibrate, fenofibrate, gemfibrozil, 
cerivastatin, pravastatin, fluvastatin, lovastatin, atorvastatin, 
simvastatin, 5-aminosalicylic acid, sulfasalazine, budenoside, 
natamycin, preglumetacin sulf asalacine , nitrof urantion xantinol, 
metoclopramid, ami tripty line , dibenzepine, venlaf axin, thioridazine, 
oxazepam, omeprazole, lanzoprazole, pantoprazole, rabeprazole, 
perprazole, esomprazole, nitrofurantoin, rutoside, garlic, aescin, 
bromelaine, pancreatin or trypsin, an insulin, a human growth hormone 
(hGH) , corbaplatin, intron A, calcitonin, cromalyn, an interferon, a 
calcitonin, granulocyte colony stimulating factor (G-CSF) , an 
interleukin, a kinine, parathyroid hormones, glucagon, pindolol, 
prosomatostatin, a somatostatin, detirelix, cetrorelix, vasopressin, 
l-deaminocysteine-8 -D-arginine vasopressin, leuprolide acetate or an 
antigen obtained from grasses or other plants, such as rye, wheat, 
barley, oats, Bermuda grass, horsetail, maple, elm, oak, plane, poplar, 
cedar, horsetail, thistles, IgG, specific vaccines or monoclonal 
antibodies, dry plant extract, ascorbic acid, aspartamic acid, valproic 
acid zinc, and potassium, sodium, lithium and their salts used 
pharmaceutically. 

CLM What is claimed is: 

14. The drug form as claimed in claim 13, wherein the active ingredient 
is selected from the group consisting of paroxetine, reboxetine morphine 
and its derivatives, tramadol, bisacodyl, sodium fluoride acamprosate 
Ca, digitoxin, dimethicone, coli bacteria, lipoic acid, methenamine, 
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budenoside, acetylsalicylic acid, diclofenac, f lurbiprophen, 
indometacin, lonazolac, hydrocortisone, ibuprofen, ketoprofen, 
prednisolone, propyphenazone , naproxen, paracetamol, flurbiprofen, 
dimetindene, quinidine, metoprolol, propranolol, oxprenolol, pindolol, 
atenolol, metoprolol, disopyramide, verapamil, diltiazem, gallopamil, 
nifedipine, nicardipine, nisoldipine, nimodipine, amlodipine, 
theophylline, salbutamol, terbutaline, ambroxol, aminophylline, 
carbamazepine, alendronate, etidronate, clodronate, pamidronate, 
ibandronate, choline theophyllinate, pyridostigmine, piretanide, 
furosemide, pentoxifylline, naf tidrof uryl , buflomedil, xantinol 
nicotinate, bencyclane, allopurinol, norephedrine, clorphenamine 
isosorbide mononitrate, isosorbide dinitrate, glycerol trinitrate, 
molsidomine, bezafibrate, fenofibrate, gemfibrozil, cerivastatin, 
pravastatin, fluvastatin, lovastatin, atorvastatin, simvastatin, 
5-aminosalicylic acid, sulfasalazine, budenoside, natamycin, 
preglumetacin sulf asalacine, nitrof urantion xantinol, metoclopramid, 
amitriptyline, dibenzepine, venlafaxin, thioridazine, oxazepam, 
omeprazole, lanzoprazole, pantoprazole , rabeprazole, perprazole, 
esomprazole, nitrofurantoin, rutoside, garlic, aescin, bromelaine, 
pancreatin or trypsin, an insulin, a human growth hormone (hGH) , 
corbaplatin, intron A, calcitonin, cromalyn, an interferon, a 
calcitonin, granulocyte colony stimulating factor (G-CSF) , an 
interleukin, a kinine, parathyroid hormones, glucagon, pindolol, 
prosomatostatin, a somatostatin, detirelix, cetrorelix, vasopressin, 
l-deaminocysteine-8-D-arginine vasopressin, leuprolide acetate or an 
antigen obtained from grasses or other plants, such as rye, wheat, 
barley, oats, Bermuda grass, horsetail, maple, elm, oak, plane, poplar, 
cedar, horsetail, thistles, IgG, specific vaccines or monoclonal 
antibodies, dry plant extract, ascorbic acid, aspartamic acid, valproic 
acid zinc, and potassium, sodium, lithium and their salts used 
pharmaceutically, and mixtures thereof. 

IT 50-23-7, Hydrocortisone 50-24-8, Prednisolone 50-48-6, Amitriptyline 
50-52-2, Thioridazin 50-78-2, Acetylsalicylic acid 50-81-7, 
L-Ascorbic acid, biological studies 52-53-9, Verapamil 53-86-1, 
Indometacin 54-31-9, Furosemide 55-63-0, Glyceroltrinitrate 

56- 54-2, Quinidine 56-84-8, L-Aspartic acid, biological studies 

57- 27-2, Morphin, biological studies 58-55-9, Theophylline, biological 
studies 67-20-9, Nitrofurantoin 71-63-6, Digitoxin 87-33-2, 
Isosorbide dinitrate 89-57-6, 5 -Aminosalicylic acid 100-97-0, 
Methenamine, biological studies 103-90-2, Paracetamol 113-92-8, 
Chlorophenamine 153-18-4, Rutosid 155-97-5, Pyridostigmine 
298-46-4, Carbamazepin 315-30-0, Allopurinol 317-34-0, Aminophyllin 
364-62-5, Metoclopramide 437-74-1, Xantinolnicotinate 479-92-5, 
Propyphenazone 525-66-6, Propranolol 599-79-1, Sulfasalazine 
603-50-9, Bisacodyl 604-75-1, Oxazepam 1069-66-5, Sodium valproate 
1200-22-2, Lipoic acid 2179-37-5, Bencyclane 2530-97-4, Xanthinol 
2809-21-4 3737-09-5, Disopyramide 4498-32-2, Dibenzepin 4499-40-5, 
Cholinetheophyllinate, biological studies 5104-49-4, Flurbiprofen 
5636-83-9, Dimetindene 6452-71-7, Oxprenolol 6493-05-6, 
Pentoxifylline 6805-41-0, Aescin 7439-93-2D, Lithium, salts 
7681-49-4, Sodium fluoride, biological studies 7681-93-8, Natamycin 
8049-47-6, Pancreatin 9002-07-7, Trypsin 9002-72-6, Somatotropin 
9004-10-8, Insulin, biological studies 9006-65-9, Dimethicone 
9007-12-9, Calcitonin 10596-23-3 11000-17-2, Vasopressin 
13523-86-9, Pindolol 14838-15-4, Norephedrine 15307-86-5, Diclofenac 
15687-27-1, Ibuprofen 16051-77-7, Isosorbidemononitrate 16662-47-8, 
Gallopamil 16679-58-6, 1 -Desaminocys tine- 8 -D-arginine- vasopressin 
18559-94-9, Salbutamol 18683-91-5, Ambroxol 21829-25-4, Nifedipine 
22071-15-4, Ketoprofen 22204-53-1, Naproxen 23031-25-6, Terbutalin 
25717-80-0, Molsidomine 25812-30-0, Gemfibrozil 27203-92-5, Tramadol 
29122-68-7, Atenolol 31329-57-4, Naf tidrof uryl 40391-99-9 
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41575-94-4, Carboplatin 
49562-28-9, Fenof ibrate 
Budesonide 
Buf lomedil 
57132-53-3, 
Nisoldipine 
71620-89-8, 



41859-67-0, Bezafibrate 42399-41-7, Diltiazem 
51110-01-1, Somatostatin 51333-22-3, 
51384-51-1, Metoprolol 53808-88-1, Lonazolac 55837-25-7, 
55837-27-9, Piretanide 55985-32-5, Nicardipine 
Proglumetacin 61869-08-7, Paroxetine 63675-72-9, 

66085-59-4, Nimodipine 66376-36-1, Alendronate 
Reboxetine 73590-58-6, Omeprazole 74315-46-1, 
Prosomatostatin 74381-53-6, Leuprolide acetate 75330-75-5, Lovastatin 
77337-73-6, Acamprosate-Calcium 79902-63-9, Simvastatin 81093-37-0, 
Pravastatin 87835-25-4, Zinc valproate 88150-42-9, Amlodipine 
89662-30-6, Detirelix 93413-69-5, Venlafaxine 93957-54-1, Fluvastatin 
98530-12-2, Intron A 102625-70-7, Pantoprazole 103577-45-3, 
Lansoprazole 114084-78-5, Ibandronate 117976-89-3, Rabeprazole 
119141-88-7, Esomeprazole 120287-85-6, Cetrorelix 134523-00-5, 
Atorvastatin 143011-72-7, Granulocyte Colony Stimulating factor 
145599-86-6, Cerivastatin 150977-36-9, Bromelain 161011-74-1, 
Potassium valproate 161973-10-0, Perprazole 

(pharmaceutical dosage forms coated with and acrylic copolymers) 



L5 ANSWER 15 OF 3 0 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 



US PAT FULL on STN 

2005:69669 US PAT FULL 

Dibenzylamine compound and medicinal use thereof 

Maeda, Kimiya, Takatsuki, JAPAN 

Nagamori, Hironobu, Takatsuki, JAPAN 

Nakamura, Hiroshi, Takatsuki, JAPAN 

Shinkai, Hisashi, Takatsuki, JAPAN 

Suzuki, Yasunori, Takatsuki, JAPAN 

Takahashi, Daisuke, Takatsuki, JAPAN 

Taniguchi, Toshio, Takatsuki, JAPAN 

Japan Tobacco Inc (non-U. S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO. : 



US 2005059810 Al 20050317 

US 2004-503185 Al 20041012 (10) 

WO 2003-JP11041 20030829 
Utility 
APPLICATION 

LEYDIG VOIT & MAYER, LTD, TWO PRUDENTIAL PLAZA, SUITE 
4900, 180 NORTH STETSON AVENUE, CHICAGO, IL, 60601-6780 
76 
1 

5681 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A dibenzylamine compound represented by the formula (1) ##STR1## 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



wherein R.sup.l and R.sup.2 are each a C. sub. 1-6 alkyl group optionally 
substituted by halogen atoms and the like; R.sup.3, R.sup.4 and R.sup.5 
are each a hydrogen atom, a halogen atom and the like, or R.sup.3 and 
R.sup.4 may form, together with carbon atoms bonded thereto, a 
homocyclic or heterocyclic ring optionally having substituent (s) ; A is 



--N(R.sup.7) (R.sup.8) and the like; ring B is an aryl group or a 
heterocyclic residue; R.sup.6 is a hydrogen atom, a halogen atom, a 
nitro group, a C. sub. 1-6 alkyl group and the like; n is an integer of 1 
to 3, a prodrug thereof and a pharmaceutical^ acceptable salt thereof 
show selective and potent CETP inhibitory activity, and therefore, they 
can be provided as therapeutic or prophylactic agents for hyperlipidemia 
or arteriosclerosis and the like. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0362] The "pharmaceutically acceptable salt" may be any as long as it 
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forms a nontoxic salt with the aforementioned compound represented by 
the formula (1) . Examples thereof include, but are not limited to, salts 
with various inorganic acids such as hydrochloride, hydrobromide , 
hydroiodide, sulfate, nitrate, phosphate, carbonate, hydrogen carbonate, 
perchlorate and the like; salts with organic acids such as formate, 
acetate, trif luoroacetate, propionate, oxalate, glycolate, succinate, 
lactate, maleate, hydroxymaleate, methylmaleate, fumarate, adipate, 
tartrate, malate, citrate, benzoate, cinnamate, ascorbate, salicylate, 
2-acetoxybenzoate, nicotinate, isonicotinate and the like; 
sulfonates such as methanesulf onate, ethanesulf onate, isethionate, 
benzenesulf onate, p-toluenesulf onate, naphthalenesulf onate and the like; 
salts with acidic amino acid such as aspartate, glutamate and the like; 
alkali metal salts such as sodium salt, potassium salt and the like; 
alkaline earth metal salts such as magnesium salt, calcium salt and the 
like; ammonium salt; salts with organic base such as trimethylamine 
salt, triethylamine salt, pyridine salt, picoline salt, 

dicyclohexylamine salt, N, N ■ -dibenzylethylenediamine salt and the like; 

salts with amino acid such as lysin salt, arginine salt and the like; 

and the like. In some cases, the salt may be a water-containing product, 

hydrate or solvate with alcohol and the like. 
IT 54-31-9, Furosemide 65-28-1, Phentolamine mesylate 318-98-9, 

Propranolol hydrochloride 13523-86-9, Pindolol 19237-84-4, Prazosin 
hydrochloride 21829-25-4, Nifedipine 29122-68-7, Atenolol 
29876-08-2, Bunitrolol hydrochloride 32780-64-6, Labetalol 
hydrochloride 33286-22-5, Diltiazem hydrochloride 34381-68-5, 
Acebutolol hydrochloride 34661-75-1, Urapidil 38363-32-5, Penbutolol 
sulfate 39562-70-4, Nitrendipine 42864-78-8, Bevantolol hydrochloride 
51781-21-6, Carteolol hydrochloride 52712-76-2, Bunazosin hydrochloride 
54527-84-3, Nicardipine hydrochloride 56392-17-7, Metoprolol tartrate 
57470-78-7, Celiprolol hydrochloride 62571-86-2, Captopril 
63074-08-8, Terazosin hydrochloride 63659-19-8, Betaxolol hydrochloride 
63675-72-9, Nisoldipine 68377-91-3, Arotinolol hydrochloride 
70958-86-0, Amosulalol hydrochloride 72509-76-3, Felodipine 
72956-09-3, Carvedilol 75530-68-6, Nilvadipine 76095-16-4, Enalapril 
maleate 76547-98-3, Lisinopril 77883-43-3, Doxazosin mesylate 
81486-22-8, Nipradilol 81789-85-7, Indenolol hydrochloride 
82586-55-8, Quinapril hydrochloride 83435-67-0, Delapril hydrochloride 
85136-71-6, Tilisolol 86541-74-4, Benazepril hydrochloride 
86780-90-7, Aranidipine 87679-37-6, Trandolapril 88768-40-5, 
Cilazapril 89396-94-1, Imidapril hydrochloride 91599-74-5, Benidipine 
hydrochloride 104344-23-2, Bisoprolol fumarate 104757-53-1, 
Barnidipine hydrochloride 107133-36-8, Perindopril erbumine 
110221-44-8, Temocapril hydrochloride 111011-53-1, Efonidipine 
hydrochloride 124750-99-8, Losartan potassium 132203-70-4, 
Cilnidipine 145040-37-5, Candesartan cilexetil 150566-71-5, 
(-) -Amlodipine besylate 164220-30-8, Manidipine hydrochloride 
670255-12-6, Bopindolol maleate 

(antihypertensive, combination therapy; preparation of N-Ph or 
N-heterocyclyldibenzylamine compds . as inhibitors of cholesteryl ester 
transfer protein (CETP) for treatment or prevention of hyperlipemia and 
arteriosclerosis) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AB This invention relates to compounds of formula 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



POST 



(I) ##STR1## 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM [0216] Suitable acid addition salts are formed from acids which form 
non-toxic salts. Examples include the acetate, aspartate, benzoate, 
besylate, bicarbonate/carbonate, bisulphate, camsylate, citrate, 
edisylate, esylate, fumarate, gluceptate, gluconate, glucuronate, 
hiberizate, hydrochloride/chloride, hydrobromide/bromide, 
hydroiodide/iodide, hydrogen phosphate, isethionate, D- and L-lactate, 
malate, maleate, malonate, mesylate, methylsulphate , 2-napsylate, 
nicotinate, nitrate, orotate, pamoate, phosphate, saccharate, 
stearate, succinate, sulphate, D- and L-tartrate, and tosylate salts. 

IT 50-78-2, Aspirin 52-01-7, Spironolactone 58-93-5, Hydrochlorothiazide 
58-94-6, Chlorothiazide 77-36-1, Chlorothalidone 525-66-6, 
Propranolol 637-07-0, Clofibrate 657-24-9, Metformin 2609-46-3, 
Amiloride 3930-20-9, Sotalol 9004-10-8, Insulin, biological studies 
10238-21-8, Glyburide 26839-75-8, Timolol 29094-61-9, Glipizide 
29122-68-7, Atenolol 51384-51-1, Metoprolol 56211-40-6, Torsemide 
60142-96-3, Gabapentin 72956-09-3, Carvedilol 74191-85-8, Doxazosin 
Lovastatin 75847-73-3, Enalapril 76547-98-3, Lisinopril 
Simvastatin 81093-37-0, Pravastatin 85441-61-8, Quinapril 
Ramipril 88150-42-9, Amlodipine 93479-97-1, 

107724-20-9, Eplerenone 111025-46-8, Pioglitazone 
Losartan 122320-73-4, Rosiglitazone 
134523-00-5, Atorvastatin 137862-53-4, 
Irbesartan 13 9481-59-7, Candesartan 
148553-5 0-8, Pregabalin 2 09789-08-2, 
227625-35-6, 3- [1- (Aminomethyl ) cyclohexylmethyl ] -4H- [1 , 2 , 4 ] oxadiazol -5- 
one 227626-51-9, [ [ [1- ( lH-Tetrazol - 5-ylmethyl ) cycloheptyl] methyl] amine 
287714-41-4, Rosuvastatin 313 6 51-33-1, (3S, 5R) -3 -Aminomethyl -5 - 
methyloctanoic acid 335458-65-6 473924-33-3 610300-07-7, 
(3S, 5R) -3 -Amino- 5 -methyloctanoic acid 6103 00-19-1, (3S, 5R) - 3 -Amino- 5- 
methylheptanoic acid 610300-20-4, (3S, 5R) -3 -Amino-5-methylnonanoic acid 
772324-47-7 

(combination therapy; preparation of 5, 7-diaminopyrazolo [4 , 3 -d] pyrimidines 
as selective PDE5 inhibitors useful in treatment of hypertension) 



75330-75-5, 

79902-63-9, 

87333-19-5, 

Glimepiride 

114798-26-4, 

Eprosartan 

138402-11-6, 

Telmisartan 



133040-01-4, 
, Valsartan 
144701-48-4, 
CI 1027 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention relates to an adhesive and binder for dermal or 



DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



transdermal therapy systems, consisting of (a) a (meth) acrylate 
copolymer composed of radically polymerized C . sub . 1 to C . sub . 4 alkyl 
esters of acrylic or methacrylic acid and (meth) acrylate monomers with a 
cationic ammonium group in the alkyl radical, containing (b) 0.1-45 
weight-% with reference to (a) of an organic dicarboxylic or tricarboxylic 
acid or an acrylate or (meth) acrylate polymer or copolymer containing an 
acid group, as well as (c) 20-80 weight-% with reference to (a) of a 
plasticizer, and (d) if necessary, a pharmaceutically active substance 
and/or pharmaceutically usual additives, characterized in that dibutyl 
sebacate is contained as the plasticizer. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM [0093] Morphine and/or its derivatives, tramadol, acetylsalicylic acid, 
diclofenac, indometacin, lonazolac, ibuprofen, ketoprofen, 
propyphenazone, naproxen, paracetamol, flurbiprofen, dimetindene, 
quinidine, metoprolol, propranolol, oxprenolol, pindolol, atenolol, 
metoprolol [sic - repeated], disopyramide, verapamil, diltiazem, 
gallopamil, nifedipine, nicardipine, nisoldipine, nimodipine, 
amiodipine, theophylline, salbutamol, sildenafil, terbutaline, ambroxol, 
aminophylline, choline theophyllinate , pyridostigmine, piretanide, 
furosemide, pentoxyf ylline, naf tidrof uryl , buflomedil, xantinol 
nicotinate, bencyclane, allopurinol, norephedrine, 

chlorphenamine, isosorbide mononitrate, isosorbide dinitrate, glycerin 
trinitrate, molsidomine, bezafibrate, fenofibrate, gemfibrozil, 
cerivastatin, pravastatin, fluvastatin, lovastatin, atorvastatin, 
simvastatin, xantinol, metoclopramide, amitryptiline, dibenzepine, 
venlafaxin, thioridazine, oxazepam, lithium, nitrofurantoin, dried plant 
extract, ascorbic acid, and potassium and/or their salts used 
pharmaceutically . 

CLM What is claimed is: 

9. The composition of claim 1, wherein a pharmaceutically active 
substance selected from the group consisting of morphine, derivatives of 
morphine, tramadol, acetylsalicylic acid, diclofenac, indometacin, 
lonazolac, ibuprofen, ketoprofen, propyphenazone, naproxen, paracetamol, 
flurbiprofen, dimetindene, quinidine, metoprolol, propranolol, 
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oxprenolol, pindolol, atenolol, metoprolol, disopyramide, verapamil, 
diltiazem, gallopamil, nifedipine, nicardipine, nisoldipine, nimodipine, 
amiodipine, theophylline, salbutamol, sildenafil, terbutaline, ambroxol, 
aminophylline, choline theophyllinate, pyridostigmine, piretanide, 
furosemide, pentoxyf ylline, naf tidrof uryl , buflomedil, xantinol 
nicotinate, bencyclane, allopurinol, norephedrine, 

chlorphenamine, isosorbide mononitrate, isosorbide dinitrate, glycerin 
trinitrate, molsidomine, bezafibrate, fenofibrate, gemfibrozil, 
cerivastatin, pravastatin, fluvastatin, lovastatin, atorvastatin, 
simvastatin, xantinol, metoclopramide , amitryptiline , dibenzepine, 
venlafaxin, thioridazine, oxazepam, lithium, nitrofurantoin, dried plant 
extract, ascorbic acid, pharmaceutically acceptable salts thereof and 
mixtures thereof, is present. 

IT 50-28-2, Estradiol, biological studies 50-48-6, Amitriptyline 
50-52-2, Thioridazine 50-78-2, Acetylsalicylic acid 50-81-7, 
L-Ascorbic acid, biological studies 51-34-3, Scopolamine 52-53-9, 
Verapamil 53-86-1, Indometacin 54-11-5, Nicotine 54-31-9, Furosemid 
55-63-0, Glyceroltrinitrate 56-54-2, Quinidine 57-27-2, Morphin, 
biological studies 57-63-6, Ethinylestradiol 58-22-0, Testosteron 
58-55-9, Theophylline, biological studies 59-05-2, Methotrexate 
67-20-9, Nitrofurantoin 77-92-9, Citric acid, biological studies 
87-33-2, Isosorbide dinitrate 94-24-6, Amethocaine 103-90-2, 
Paracetamol 110-15-6, Succinic acid, biological studies 110-17-8, 
Fumaric acid, biological studies 110-40-7, Diethyl sebacate 113-92-8, 
2-Pyridinepropanamine, y- (4 -chlorophenyl ) -N, N-dimethyl - , 
(2Z) -2-butenedioate (1:1) 155-97-5, Pyridostigmine 315-30-0, 
Allopurinol 317-34-0, Aminophylline 364-62-5, Metoclopramide 
437-38-7, Fentanyl 437-74-1, Xantinol nicotinate 465-65-6, Naloxone 
479-92-5, Propyphenazone 525-66-6, Propranolol 604-75-1, Oxazepam 
886-38-4, 2-Cyclopropen-l-one, 2 , 3 -diphenyl - 1143-38-0, Dithranol 
2179-37-5, Bencyclane 2530-97-4, Xanthinol 3737-09-5, Disopyramide 
4205-90-7, Clonidine 4498-32-2, Dibenzepine 4499-40-5, Choline 
theophyllinate, biological studies 5104-49-4, Flurbiprofen 5633-20-5, 
Oxybutynin 5636-83-9, Dimetindene 6452-71-7, Oxprenolol 6493-05-6, 
Pentoxifylline 7439-93-2, Lithium, biological studies 7440-09-7, 
Potassium, biological studies 9007-12-9, Calcitonin 13523-86-9, 
Pindolol 14838-15-4, Norephedrine 15307-86-5, Diclofenac 
15687-27-1, Ibuprofen 16051-77-7, Isosorbide mononitrate 16662-47-8, 
Gallopamil 18559-94-9, Salbutamol 18683-91-5, Ambroxol 21829-25-4, 
Nifedipine 22071-15-4, Ketoprofen 22204-53-1, Naproxen 23031-25-6, 
Terbutalin 24938-16-7, EUDRAGIT E 100 25717-80-0, Molsidomine 
25812-30-0, Gemfibrozil 27203-92-5, Tramadol 28981-97-7, Alprazolam 
29122-68-7, Atenolol 31329-57-4, Naf tidrof uryl 41859-67-0, 
Bezafibrate 42399-41-7, Diltiazem 49562-28-9, Fenofibrate 
51384-51-1, Metoprolol 52485-79-7, Buprenorphine 53808-88-1, 
Lonazolac 55837-25-7, Buflomedil 55837-27-9, Piretanide 55985-32-5, 
Nicardipine 63675-72-9, Nisoldipine 66085-59-4, Nimodipine 
72522-13-5, Eptazocine 75330-75-5, Lovastatin 79902-63-9, Simvastatin 
81093-37-0, Pravastatin 88150-42-9, Amiodipine 93413-69-5, 
Venlafaxine 93957-54-1, Fluvastatin 134523-00-5, Atorvastatin 
145599-86-6, Cerivastatin 

(binding agent which is stable in storage and used for pharmaceutical 
applications) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention provides compounds that possess inhibitory 

activity against PDE-3 and L-type calcium channels. The present 
invention further provides pharmaceutical compositions comprising such 
compounds and methods of using such compounds for treating 
cardiovascular disease, stroke, epilepsy, ophthalmic disorder or 
migraine . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0032] " Pharmaceutically acceptable salt" refers to an acid or base salt 
of the inventive compounds, which salt possesses the desired 
pharmacological activity and is neither biologically nor otherwise 
undesirable. The salt can be formed with acids that include without 
limitation acetate, adipate, alginate, aspartate, benzoate, 
benzenesulf onate, bisulfate butyrate, citrate, camphorate, 
camphorsulf onate, cyclopentanepropionate, digluconate, dodecyl sulfate, 
ethanesulf onate, fumarate, glucoheptanoate , glycerophosphate, 
hemisulfate, heptanoate, hexanoate, hydrochloride hydrobromide, 
hydroiodide, 2 -hydroxye thane- sulfonate , lactate, maleate, 
methanesulf onate, 2 -naphthalenesulf onate , nicotinate, oxalate, 
thiocyanate, tosylate and undecanoate. Examples of a base salt include 
without limitation ammonium salts, alkali metal salts such as sodium and 
potassium salts, alkaline earth metal salts such as calcium and 
magnesium salts, salts with organic bases such as dicyclohexylamine 
salts, N-methyl-D-glucamine, and salts with amino acids such as arginine 
and lysine. In some embodiments, the basic nitrogen-containing groups 
can be quarternized with agents including lower alkyl halides such as 
methyl, ethyl, propyl and butyl chlorides, bromides and iodides; dialkyl 
sulfates such as dimethyl, diethyl, dibutyl and diamyl sulfates; long 
chain halides such as decyl, lauryl, myristyl and stearyl chlorides, 
bromides and iodides; and aralkyl halides such as phenethyl bromides. 

IT 52094-97-0P, Ethyl (2 - chlorophenoxy ) acetate 76511-84-7P, 

4- (Dimethylamino) -3- (4 -methoxyphenyl ) but -3 -en-2 -one 84462-83-9P, 

5- (4 -Methoxyphenyl ) -6-methyl-2-oxo-l, 2 -dihydropyridine-3 -carbonitrile 
84462 -84 -OP, 5- ( 4 -Hydroxyphenyl ) -6 -methyl -2 -oxo- 1 , 2 -dihydropyridine-3 - 
carbonitrile 87364-41-8P, Methyl 4 - [ (2 -oxo- 1 , 2 -dihydroquinolin-6 - 
yl) oxy] butanoate 88150-42-9P, 2- [ (2-Aminoethoxy) methyl] -4 - (2- 
chlorophenyl) -3- (ethoxycarbonyl ) -5- (methoxycarbonyl ) -6-methyl-i, 4- 
dihydropyridine 88150-46-3P, 2- [ (2 -Azidoethoxy) methyl] -4- (2- 
chlorophenyl) -3- (ethoxycarbonyl) -5- (methoxycarbonyl) -6 -methyl -1, 4- 
dihydropyridine 1034 15-67-4P, 4- [3-Chloro-4- 

[ (ethoxycarbonyl) me thoxy] phenyl] -4 -oxobutyric acid 103433-81-4P, 

6- [3-Chloro-4- [ (ethoxycarbonyl ) methoxy] phenyl] -4, 5-dihydro-3 (2H) - 
pyridazinone 103 433 -82- 5P, 6- [4- (Carboxyme thoxy) -3 -chlorophenyl] -4,5- 
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dihydro-3 (2H) -pyridazinone 111429- 90 -4P, 4- [2- ( 1 , 3 -Dioxo- 1 , 3 - 
dihydroisoindol-2-yl) ethoxy] -3 -oxobutyric acid methyl ester 
135334-75-7P, [4- (5-Cyano-2-methyl-6-oxo-l, 6 -dihydropyridin-3 - 
yDphenoxy] acetic acid 13 5334-89-3P, [4- (5-Cyano-2 -methyl -6 -oxo-1 , 6- 
dihydropyridin-3-yl)phenoxy] acetic acid ethyl ester 140171-50-2P, 
4- (2-Chlorophenyl) -2- [ [2- (1, 3 -dioxo- 1, 3 -dihydroisoindol -2- 
yl) ethoxy] methyl] -6-methyl-l, 4 -dihydropyridine-3 , 5 -dicarboxylic acid 
dimethyl ester 140171-66-OP, 2 - [ (2 -Aminoethoxy) methyl] -4 - (2 - 
chlorophenyl) -6 -methyl - 1 , 4 -dihydropyridine-3 , 5-dicarboxylic acid dimethyl 
ester 681816 -65- 9P, Methyl 4 - (2 -azidoethoxy) -3 -oxobutanoate 
681816-66-0P, 4- (2 -Oxo- 1 , 2 -dihydroquinolin-6 -yl ) butyric acid 
681816-67-1P, 6- [3- ( tert-Butyldimethylsilyloxy) propoxy] quinolin-2 (1H) -one 
681816-68-2P, 6- (3 -Hydroxypropoxy) quinolin-2 (1H) -one 6818 16 -69-3 P, 
Methyl 3-OXO-4- [3- [ (2-oxo-l, 2-dihydroquinolin-6-yl) oxy] propoxy] butanoate 

(intermediate; preparation of dihydropyridine compds. as simultaneous L-type 

calcium channel blockers and PDE-3 inhibitors) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

The invention relates to inhibitors of neutral endopeptidase enzyme 



DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



MS8260-1611, EASTERN 



(NEP), uses thereof, processes for the preparation thereof, 
intermediates used in the preparation thereof and compositions 
containing said inhibitors. These inhibitors have utility in a variety 
of therapeutic areas including the treatment of male and female sexual 
dysfunction, particularly female sexual dysfunction (FSD) , especially 
wherein the FSD is female sexual arousal disorder (FSAD) . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM [0037] Suitable acid addition salts are formed from acids which form 
non-toxic salts. Examples include the acetate, aspartate, benzoate, 
besylate, bicarbonate/carbonate, bisulphate, camsylate, citrate, 
edisylate, esylate, fumarate, gluceptate, gluconate, glucuronate, 
hibenzate, hydrochloride/chloride , hydrobromide/bromide, 
hydroiodide/iodide, hydrogen phosphate, isethionate, D- and L-lactate, 
malate, maleate, malonate, mesylate, methylsulphate, 2-napsylate, 
nicotinate, nitrate, orotate, palmoate, phosphate, saccharate, 
stearate, succinate sulphate, D- and L-tartrate, and tosylate salts. 
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IT 50-27-1, Oestriol 50-28-2, Oestradiol, biological studies 52-01-7, 
Spironolactone 53-16-7, Oestrone, biological studies 53-41-8, 
Androsterone 58-00-4, Apomorphine 58-22-0, Testosterone 59-92-7, 
biological studies 846-46-8 2283-82-1, Dehydroandrosterone 
5630-53-5, Tibolone 28860-95-9, Carbidopa 29122-68-7, Atenolol 
54187-04-1, Rilmenidine 72956-09-3, Carvedilol 74191-85-8, Doxazosin 
75847-73-3, Enalapril 76547-98-3, Lisinopril 84449-90-1, Raloxifene 
85441-61-8, Quinapril 88150-42-9, Amlodipine 91374-21-9 
104632-26-0, Pramipexole 107724-20-9, Eplerenone 114798-26-4, 
Losartan 121062-08-6, PT 14 133040-01-4, Eprosartan 134523-00-5, 
Atorvastatin 137862-53-4, Valsartan 138402-11-6, Irbesartan 
139481-59-7, Candesartan 139755-83-2, Sildenafil 144689-24-7, 
Olmesartan 144701-48-4, Telmisartan 171596-29-5 180916-16-9, 
Lasofoxifene 189691-06-3, PT-141 224785-90-4 334826-98-1 
33 5077-70-8 7193 08-88-0 

(codrug; preparation of ( [ (benzothiazolyl ) propyl carbamoyl ] cycloalkyl ) propano 
ic acid derivs . as inhibitors of neutral endopeptidase enzyme) 
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P.C., 1940 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention relates to a process for producing mouldings by injection 

moulding the steps in the process being a) melting and mixing of a 
(meth) acrylate copolymer composed of from 85 to 98% by weight of 
Cl-C4-alkyl (meth) acrylates capable of free-radical polymerization and 
from 15 to 2% by weight of (meth) acrylate monomers having a quaternary 
ammonium group in the alkyl radical, with from 10 to 25% by weight of a 
plasticizer, and also from 10 to 50% by weight of a dryers [sic] and/or 
from 0.1 to 3% by weight of a release agent, and, where appropriate, 
with other conventional pharmaceutical additives or auxiliaries and/or 
with an active pharmaceutical ingredient, b) devolatilizing the mixture 
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at temperatures of at least 120° C, thus reducing the content of 

the low-boiling constituents with a vapour pressure of at least 1.9 bar 

at 120° C. to not more than 0.5% by weight, and c) injecting the 

devolatilized mixture at a temperature of from 80 to 160° C. into 

the mould of an injection moulding system and removing the resultant 

moulding from the mould. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM [0098] Examples of suitable active ingredients are acarbose, 

beta-receptor blockers, non-steroidal anti -rheumatic agents, cardiac 
glycosides, acetylsalicylic acid, virustatics, aclarubicin, acyclovir, 
cisplatin, actinomycin, alpha- and beta-sympatomimetics, (dmeprazole 
[sic], allopurinol, alprostadil, prostaglandins, amantadine, ambroxol, 
amlodipine,- methotrexate, S-aminosalicylic [sic] acid, amitryptyline, 
amoxicillin, anastrozole, atenolol, azathioprine, balsalazide, 
beclomethasone, betahistine, bezafibrate, bicalutamide , diazepam and 
diazepam derivatives, budesonide, bufexamac, buprenorphine, methadone, 
calcium salts, potassium salts, magnesium salts, candesartan, 
carbamazepine, captopril, cephalosporins, cetirizine, chenodeoxycholic 
acid, ursodeoxycholic acid, theophylline and theophylline derivatives, 
trypsins, cimetidine, clarithromycin, clavulanic acid, clindamycin, 
clobutinol, clonidine, cotrimoxazole, codeine, caffeine, vitamin D and 
derivatives of vitamin D, colestyramine, cromoglycic acid, coumarin and 
coumarin derivatives, cysteine, cytarabine, cyclophosphamide, 
cyclosporin, cyproterone, cytarabine, dapiprazole, desogestrel, 
desonide, dihydralazine, diltiazem, ergot alkaloids, dimenhydrinate, 
dimethyl sulphoxide, dimethicone, dipyridarnoi [sic] , domperidone and 
domperidane [sic] derivatives, dopamine, doxazosine, doxorubicin, 
doxylamine, dapiprazole, benzodiazepines, diclofenac, glycoside 
antibiotics, desipramine, econazole, ACE inhibitors, enalapril, 
ephedrine, epinephrine, epoetin and epoetin derivatives, morphinans, 
calcium antagonists, irinotecan, modafinil, orlistat, peptide 
antibiotics, phenytoin, riluzoles, risedronate, sildenafil, topiramate, 
macrolide antibiotics, oestrogen and oestrogen derivatives, gestagen and 
gestagen derivatives, testosterone and testosterone derivatives, 
androgen and androgen derivatives, ethenzamide, etofenamate, etofibrate, 
fenofibrate, etofylline, etoposide, famciclovir, famotidine, felodipine, 
fenofibrate, fentanyl, f enticonazole, gyrase inhibitors, fluconazole, 
fludarabine, flunarizine, f luorouracil , fluoxetine, flurbiprofen, 
ibuprofen, flutamide, fluvastatin, follitropin, formoterol, fosfomicin, 
furosemide, fusidic acid, gallopamil, ganciclovir, gemfibrozil, 
gentamicin, ginkgo, St John's wort, glibenclamide, urea derivatives as 
oral antidiabetics, glucagon, glucosamine and glucosamine derivatives, 
glutathione, glycerol and glycerol derivatives, hypothalamus hormones, 
goserelin, gyrase inhibitors, guanethidine, halof antrine, haloperidol, 
heparin and heparin derivatives, hyaluronic acid, hydralazine, 
hydrochlorothiazide and hydrochlorothiazide derivatives, salicylates, 
hydroxyzine, idarubicin, ifosfamide, imipramine, indometacin, indoramin, 
insulin, interferons, iodine and iodine derivatives, isoconazole, 
isoprenaline, glucitol and glucitol derivatives, itraconazole, 
ketoconazole, ketoprofen, ketotifen, lacidipine, lansoprazole, levodopa, 
levomethadone, thyroid hormones, lipoic acid and lipoic acid 
derivatives, lisinopril, lisuride, lofepramine, lomustine, loperamide, 
loratadine, maprotiline, mebendazole, mebeverine, meclozine, mefenamic 
acid, mefloquine, meloxicam, mepindolol, meprobamate, meropenem, 
mesalazine, mesuximide, metamizole, metformin, methotrexate, 
methylphenidate, methylprednisolone, metixen, metoclopramide, 
metoprolol, metronidazole, mianserin, miconazole, minocycline, 
minoxidil, misoprostol, mitomycin, mizolastine, moexipril, morphine and 
morphine derivatives, evening primrose, nalbuphine, naloxone, tilidine, 
naproxen, narcotine, natamycin, neostigmine, nicergoline, nicethamide, 
nifedipine, niflumic acid, nimodipine, nimorazole, nimustine, 
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nisoldipine, adrenaline and adrenaline derivatives, norfloxacin, 
novaminsulf one, noscapine, nystatin, ofloxacin, olanzapine, olsalazine, 
omeprazole, omoconazole, ondansetron, oxaceprol, oxacillin, oxiconazole, 
oxymetazoline, pantoprazole , paracetamol, paroxetine, penciclovir, oral 
penicillins, pentazocin, pentif ylline, pentoxifylline, perphenazine, 
pethidine, plant extracts, phenazone, pheniramine, barbituric acid 
derivatives, phenylbutazone, phenytoin, pimozide, pindolol, piperazine, 
piracetam, pirenzepine, piribedil, piroxicam, pramipexol, pravastatin, 
prazosin, procaine, promazine, propiverine, propranolol, propyphenazone, 
prostaglandins, protionamide, proxyphylline, quetiapine, quinapril, 
quinaprilate, ramipril, ranitidine, reproterol, reserpine, ribavarin, 
rifampicin, risperidone, ritonavir, ropinirol, roxatidine, 
roxithromycin, ruscogenin, rutoside and rutoside derivatives, sabadilla, 
salbutamol, salmeterol, scopolamine, selegiline, sertaconazole, 
sertindol, sertralione [sic], silicates, simvastatin, sitosterol, 
sotalol, spaglumic acid, sparf loxacin, spectinomycin, spiramycin, 
spirapril, spironolactone, stavudine, streptomycin, sucralfate, 
sufentanil, sulbactam, sulfonamides, sulfasalazine, sulpiride, 
sultamicillin, sultiam, sumatriptan, suxamethonium chloride, tacrine, 
tacrolimus, taliolol, tamoxifen, taurolidine, tazaroten, temazepam, 
teniposide, tenoxicam, terazosin, terbinafine, terbutaline, terfenadine, 
terlipressin, tertatolol, tetracyclines, tetryzoline, theobromine, 
theophylline, butizine, thiamazol, phenothiazines , thiotepa, tiagabine, 
tiapride, priopionic acid derivatives, ticlopidine, timolol, tinidazole, 
tioconazole, tioguanine, tioxolone, tiropramide, tizanidine, tolazoline, 
tolbutamide, tolcapone, tolnaftate, tolperisone, topotecan, torasemide, 
anti6strogens [sic] , tramadol, tramazoline, trandolapril , 
tranylcypromine, trapidil, trazodone, triamcinolone and triamcinolone 
derivatives, triamterene, trifluperidol, trif luridine, trimethoprim, 
trimipramine, tripelennamine, triprolidine, trif osf amide, tromantadine, 
trometamol, tropalpin, troxerutin, tulobuterol, tyramine, tyrothricin, 
urapidil, ursodeoxycholic acid, chenodeoxycholic acid, valaciclocir , 
valproic acid, vancomycin, vecuronium chloride, viagra, venlafaxine, 
verapamil, vidarabine, vigabatrin, viloxazine, vinblastine, vincamine, 
vincristine, visdesine, vinorelbine, vinpocetine, viquidil, warfarin, 
xantinol nicotinate, xipamide, zafirlukast, zalcitabine, 
zidovudine, zolmitriptan, Zolpidem, zoplicone, zotepine and the like. 

IT 50-78-2, Acetylsalicylic acid 52-53-9, Verapamil 57-27-2D, Morphin, 
derivs. 58-93-5, Hydrochlorothiazide 103-90-2, Paracetamol 
396-01-0, Triamteren 11096-26-7, Erythropoietin 21829-25-4, 
Nifedipine 26787-78-0, Amoxicillin 34787-01-4, Ticarcillin 
42924-53-8, Nabumeton 51481-61-9, Cimetidine 54910-89-3, Fluoxetine 
59277-89-3, Acyclovir 61869-08-7, Paroxetine 62571-86-2, Captopril 
66357-35-5, Ranitidine 75330-75-5, Lovastatin 75847-73-3, Enalapril 
79617-96-2, Sertraline 79902-63-9, Simvastatin 85721-33-1, 
Ciprofloxacin 88150-42-9, Amlodipine 109889-09-0, Granisetron 
123 948-87-8, Topotecan 

(compns. based on quaternary ammonium group-containing acrylic polymers for 
production of pharmaceutical capsules) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to cholesterol ester transfer protein (CETP) 

inhibitors, pharmaceutical compositions containing such inhibitors, and 
the use of such inhibitors to treat certain disease/conditions 
optionally in combination with certain therapeutic agents e.g., 
antihypertensive agents. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [1300] Peripheral vasodilators within the scope of this invention 
include, but are not limited to: aluminum nicotinate, which 
may be prepared as disclosed in U.S. Pat. No. 2,970,082; bamethan, which 
may be prepared as disclosed in Corrigan et al., Journal of the American 
Chemical Society, 1945, 67, 1894; bencyclane, which may be prepared as 
disclosed above; betahistine, which may be prepared as disclosed in 
Walter et al . ; Journal of the American Chemical Society, 1941, 63, 2771; 
bradykinin, which may be prepared as disclosed in Hamburg et al . , Arch. 
Biochem. Biophys . , 1958, 76, 252; brovincamine, which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent Nos . 1,460,571; ciclonicate, 
which may be prepared as disclosed in German Patent No. 1,910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above; 
cyclandelate, which may be prepared as disclosed above; diisopropylamine 
dichloroacetate, which may be prepared as disclosed above; eledoisin, 
which may be prepared as disclosed in British Patent No. 984,810; 
fenoxedil, which may be prepared as disclosed above; flunarizine, which 
may be prepared as disclosed above; hepronicate, which may be prepared 
as disclosed in U.S. Pat. No. 3,384,642; ifenprodil, which may be 
prepared as disclosed above; iloprost, which may be prepared as 
disclosed in U.S. Pat. No. 4,692,464; inositol niacinate, which may be 
prepared as disclosed in Badgett et al . , Journal of the American 
Chemical Society, 1947, 69, 2907; isoxsuprine, which may be prepared as 
disclosed in U.S. Pat. No. 3,056,836; kallidin, which may be prepared as 
disclosed in Biochem. Biophys. Res. Commun., 1961, 6, 210; kallikrein, 
which may be prepared as disclosed in German Patent No. 1,102,973; 
moxisylyte, which may be prepared as disclosed in German Patent No. 
905,738; nafronyl, which may be;prepared as disclosed above; nicametate, 
which may be prepared as disclosed above; nicergoline, which may be 
prepared as disclosed above; nicof uranose, which may be prepared as 
disclosed in Swiss Patent No. 366,523; nylidrin, which may be prepared 
as disclosed in U.S. Pat. Nos. 2,661,372 and 2,661,373; pentif ylline, 
which may be prepared as disclosed above; pentoxifylline, which may be 
prepared as disclosed in U.S. Pat. No. 3,422,107; piribedil, which may 
be prepared as disclosed in U.S. Pat. No. 3,299,067; prostaglandin 
E.sub.l, which may be prepared by any of the methods referenced in the 
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patents are 



Simvastatin 



Merck Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996, p. 1353; 
suloctidil, which may be prepared as disclosed in German Patent No. 
2,334,404; tolazoline, which may be prepared as disclosed in U.S. Pat. 
No. 2,161,938; and xanthinol niacinate, which may be prepared as 
disclosed in German Patent No. 1,102,750 or Korbonits et al . , Acta. 
Pharm. Hung., 1968, 38, 98. The disclosures of all such U.S. 
incorporated herein by reference. 
IT 73573-88-3, Mevastatin 75330-75-5, Lovastatin 79902-63-9, 
81093-37-0, Pravastatin 88150-42-9, Amlodipine 93957-54-1, 
Fluvastatin 120551-59-9, Crilvastatin 125035-66-7, Carvastatin 
132017-01-7, Bervastatin 132100-55-1, Dalvastatin 134523-00-5, 

134523-03-8, Atorvastatin hemicalcium salt 143201-11-0, 
145599-86-6, Cerivastatin 147511-69-1, Pitavastatin 
287714-41-4, Rosuvastatin 642 928-29-8 
(therapeutic use and pharmaceutical compns . of cholesterol ester 
transfer protein inhibitors and optional HMG-CoA reductase inhibitors 
and/or antihypertensive agents) 



Atorvastatin 

Rivastatin 

262352-17-0 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention relates to pharmaceutical combinations of a cholesteryl 

ester transfer protein (CETP) inhibitor or a pharmaceutical^ acceptable 
salt thereof; and an antihypertensive agent or a pharmaceutical^ 
acceptable salt thereof, optionally in combination with an HMG CoA 
reductase inhibitor or a pharmaceutical^ acceptable salt thereof, kits 
containing such combinations and methods of using such combinations to 
treat subjects suffering from atherosclerosis, peripheral vascular 
disease, dyslipidemia , hyperbetaliproteinemia, hypoalphalipoproteinemia , 
hypercholesterolemia, hypertriglyceridemia, f amilial- 
hypercholesterolemia, cardiovascular disorders, angina, ischemia, 
cardiac ischemia, stroke, myocardial infarction, reperfusion injury, 
angioplastic restenosis, hypertension, vascular complications of 
diabetes, obesity or endotoxemia in a mammal (including a human being 
either male or female) . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [1123] Peripheral vasodilators within the scope of this invention 
include, but are not limited to: aluminum nicotinate/ which 
may be prepared as disclosed in U.S. Pat. No. 2,970,082; bamethan, which 
may be prepared as disclosed in Corrigan et al . , Journal of the American 
Chemical Society, 1945, 67,1894; bencyclane, which may be prepared as 
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disclosed above; betahistine , which may be prepared as disclosed in 
Walter et al . ; Journal of the American Chemical Society, 1941, 63, 2771; 
bradykinin, which may be prepared as disclosed in Hamburg et al . , Arch. 
Biochem. Biophys., 1958, 76, 252; brovincamine , which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent Nos. 1,460,571; ciclonicate, 
which may be prepared as disclosed in German Patent No. 1,910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above; 
cyclandelate, which may be prepared as disclosed above; diisopropylamine 
dichloroacetate, which may be prepared as disclosed above; eledoisin, 
which may be prepared as disclosed in British Patent No. 984,810; 
fenoxedil, which may be prepared as disclosed above; flunarizine, which 
may be prepared as disclosed above; hepronicate, which may be prepared 
as disclosed in U.S. Pat. No. 3,384,642; ifenprodil, which may be 
prepared as disclosed above; iloprost, which may be prepared as 
disclosed in U.S. Pat. No. 4,692,464; inositol niacinate, which may be 
prepared as disclosed in Badgett et al . , Journal of the American 
Chemical Society, 1947, 69, 2907; isoxsuprine, which may be prepared as 
disclosed in U.S. Pat. No. 3,056,836; kallidin, which may be prepared as 
disclosed in Biochem. Biophys. Res. Commun . , 1961, 6, 210; kallikrein, 
which may be prepared as disclosed in German Patent No. 1,102,973; 
. moxisylyte, which may be prepared as disclosed in German Patent No. 

905,738; nafronyl, which may be prepared as disclosed above; nicametate, 
which may be prepared as disclosed above; nicergoline, which may be 
prepared as disclosed above; nicof uranose , which may be prepared as 
disclosed in Swiss Patent No. 366,523; nylidrin, which may be prepared 
as disclosed in U.S. Pat. Nos. 2,661,372 and 2,661,373; pentif ylline, 
which may be prepared as disclosed above; pentoxifylline, which may be 
prepared as disclosed in U.S. Pat. No. 3,422,107; piribedil, which may 
be prepared as disclosed in U.S. Pat. No. 3,299,067; prostaglandin 
E.sub.l, which may be prepared by any of the methods referenced in the 
Merck Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996, p. 1353; 
suloctidil, which may be prepared as disclosed in German Patent No. 
2,334,404; tolazoline, which may be prepared as disclosed in U.S. Pat. 
No. 2,161,938; and xanthinol niacinate, which may be prepared as 
disclosed in German Patent No. 1,102, 750 or Korbonits et al . , Acta. 
Pharm. Hung., 1968, 38, 98. The disclosures of all such U.S. patents are 
incorporated herein by reference. 
52-53-9, Verapamil 73-48-3, Bendrof lumethiazide 2609-46-3, Amiloride 
19216-56-9, Prazosin 21829-25-4, Nifedipine 26844-12-2, Indoramin 
34661-75-1, Urapidil 35795-16-5, Trimazosin 39562-70-4, Nitrendipine 
42399-41-7, Diltiazem 55985-32-5, Nicardipine 62571-86-2, Captopril 
63590-64-7, Terazosin 63675-72-9, Nisoldipine 66085-59-4, Nimodipine 
72509-76-3, Felodipine 72956-09-3, Carvedilol 73573-88-3, Compactin 
74191-85-8, Doxazosin 75330-75-5, Lovastatin 75695-93-1, Isradipine 
75847-73-3, Enalapril 76547-98-3, Lisinopril 78366-44-6, 
Dihydrocompactin 79902-63-9, Simvastatin 81093-37-0, Pravastatin 
81403-80-7, Alfuzosin 81872-10-8, Zofenopril 82834-16-0, Perindopril 
83435-66-9, Delapril 83647-97-6, Spirapril 85320-68-9, Amosulalol 
85441-61-8, Quinapril 86541-75-5, Benazepril 86780-90-7, Aranidipine 
87333-19-5, Ramipril 87679-37-6, Trandolapril 88150-42-9, 
Amlodipine 88768-40-5, Cilazapril 89226-50-6, Manidipine 
89371-37-9, Imidapril 93957-54-1, Fluvastatin 93957-55-2, 
Fluindostatin 98048-97-6, Fosinopril 100427-26-7, Lercanidipine 
103775-10-6, Moexipril 103890-78-4, Lacidipine 111470-99-6, 
Amlodipine besylate 111902-57-9, Temocapril 114798-26-4, Losartan 
116644-53-2, Mibefradil 120551-59-9, Crilvastatin 122254-45-9, 
Glenvastatin 125035-66-7, Carvastatin 132017-01-7, Bervastatin 
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132100-55-l # Dalvastatin 132203-70-4, Cilnidipine 134523-00-5, 
Atorvastatin 134523-03-8, Atorvastatin Hemicalcium salt 137862-53-4, 
Valsartan 138402-11-6, Irbesartan 143201-11-0, Rivastatin 
144701-48-4, Telmisartan 145599-86-6, Cerivastatin 147511-69-1, 
Pitavastatin 261947-35-7 261947-36-8 261947-37-9 261947-38-0 
261947-39-1 261947-40-4 261947-41-5 261947-42-6 261947-43-7 
261947-44-8 261947-45-9 261947-46-0 261947-47-1 261947-48-2 
261947-49-3 261947-50-6 261947-51-7 262352-06-7 262352-07-8 
262352-10-3 262352-11-4 262352-12-5 262352-13-6 262352-14-7 
262352-15-8 262352-16-9 262352-17-0 262352-18-1 262352-19-2 
287714-41-4, Rosuvastatin 642928-29-8 

(cholesteryl ester transfer protein inhibitors and antihypertensive 
agents and optional HMG-CoA reductase inhibitors for treatment of 
cardiovascular conditions) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention discloses a novel and improved pharmaceutical 

salt, nicotinate, of amlodipine having the following formula: 
##STR1## 



APPLICATION INFO. : 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 



The present invention also discloses mehods for preparing and using the 
same . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention discloses a novel and improved pharmaceutical 

salt, nicotinate, of amlodipine having the following formula: 
##STR1## 

SUMM [0001] The present invention relates to a pharmaceutical composition 
containing the nicotinate salt of amlodipine. The 
pharmaceutical composition can be used as an antihypertensive or 
antiischemic agent. The present invention also relates to a method of 
preparing the pharmaceutical composition. 



SUMM [0009] In the invention to be presented in the following sections, a 

novel and improved pharmaceutical^ acceptable salt form of amlodipine 
is described. The preferred pharmaceutically acceptable salt is 
nicotinate. Nicotinate is the salt form of nicotinic 

acid, an essential water soluble vitamin which is best known for its 
effect on pellagra and as a component of NADP and NAD. The 
nicotinate salt of amlodipine demonstrates stability, 
non-hygroscopicity and processability similar to those of amlodipine 
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besylate. The solubility of amlodipine nicotinate is far 
better than that of amlodipine besylate. 

SUMM [0010] The present invention provides a pharmaceutical composition which 
contains a nicotinate salt of a dihyropyridine (DHP) class 
calcium channel blocker drug. Optionally, the pharmaceutical composition 
is in admixture with excipients. The preferred DHP class calcium channel 
blocker is amlodipine. The preferred amlodipine nicotinate 
contains amlodipine and nicotinate at a molar ratio of about 
1:1.008. The solubility (in water at room temperature) of the 
nicotinate salt of amlodipine is more than 2 mg/ml, preferably 
at about 6 mg/ml. The pH value of the nicotinate salt of 
amlodipine is at about 5.0 and 6.0. The pharmaceutical composition of 
. the present invention can be in the form of tablets, capsules, and/or 
sterile aqueous solutions. 

SUMM [0011] The present invention also provides a method for preparing the 

pharmaceutical composition, which includes the steps of: (1) dissolving 
a free base amlodipine in a lower alkyl alcohol to form an amlodipine 
solution; (2) adding nicotic acid to the amlodipine solution to form the 
amlodipine nicotinate mixture; and (3) slowly cooling down the 
amlodipine nicotinate mixture to 0° C. to form the 
pharmaceutica composition. 

SUMM [0012] The lower alkyl alcohol used for solubilizing the free base 

amlodipine includes, but is not limited to, methanol, ethanol, propanol, 
isopropanol, butanol, isobutanol, pentanol , and isopentanol. The 
preferred lower alkyl alcohol is ethanol. It is preferred to disslove 
the free base amlodipine in ethanol with heat (at 30° C.--the 
reflux temp of selected solvent) and stirring. After the addition of the 
nicotinate to the dissolved amlodipine solution, the amlodipine 
nicotinate mixture is gradually cooled down to 0° C. in 
about 1 hour. 



SUMM [0013] The amlodipine nicotinate mixture is further purified 

by filtration using conventional method (s) and commercially available 
filtration device or filters. The filtered amlopidine nicotinate 
is further washed with ethyl acetate and dried under reduced pressure 
(at 25° C. and 760 mm-Hg) . 

SUMM [0016] The amlodipine nicotinate of the present invention has 
a chemical structure as shown below: ##STR2## 

SUMM [0018] The nicotinate salt of amlodipine of the present 

invention was prepared by first placing the amlodipine free base in 
ethanol or an aqueous ethanolic mixture. The ethanol mixture was then 
heated with stirring until the solid was completely dissolved. Nicotinic 
acid was added to the resultant solution and the mixture was slowly 
cooled down to 0° C. for about 1 hour. The solids formed were 
collected by filtration, and further washed with ethyl acetate. The 
final product of the present invention was obtained by drying under 
reduced pressure. 

DETD Preparation of Nicotinate Salt of Amlodipine 

DETD [0021] Amlodipine free base (4.09 g) was added to 40 mL of ethanol. The 
mixture was heated at reflux and stirred until the solid was completely 
dissolved. Nicotinic acid (1.23 g) was added to the amlodipine solution 
and then the mixture was slowly cooled down to 0° C. within one 
hour. The solids formed were isolated by filtration, washed with ethyl 
acetate and dried under reduced pressure to yield 4.51 g of amlodipine 
nicotinate . 

DETD Identification of Nicotinate Salt of Amlodipine 
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DETD [0023] The nicotinate salt of amlodipine of present invention 

was identified using the proton (.sup.lH) and carbon- 13 (.sup.l3C) 
nuclear magnetic resonance (NMR) spectroscopy. The .sup.lH-NMR chemical 
shifts of the chemical in deuterated chloroform (CDC1 . sub . 3 -d) are 
tabulated in Table 1: 

TABLE 1 



Identification of Nicotinate Salt of Amlodipine by Proton (.sup.lH) 
and 

Carbon- 13 (.sup.l3C) Nuclear Magnetic Resonance (NMR) Spectroscopy 



Chemical Shift (ppm) 


Multiplicity 


Functional Group 




1 . 08 


Triplet 


--OCH.sub.2CH.sub. 


.3 J = 7.1 


2 . 13 


Singlet 


--CH.sub.3 




3 .14 


Multiplet 


--0CH.sub.2CH.sub. 


. 2NH . sub . 2 


3.49 


Singlet 


--OCH.sub.3 




3 .70 


Multiplet 


--0CH.sub.2CH.sub, 


. 2NH . sub . 2 


3 .93 


Multiplet 


--0CH.sub.2CH.sub. 


.3 


4 .61 


Quartet 


--C--CH.sub.2--0 


J = 9.2 


5.52 


Singlet 


--C--C--H 




6.62-7.24 


Multiplet 


--Ar--H, 8H 




7.78 


Singlet 


--NH 




8.14-8.50 


double duplet 


--NH.sub.2 


J = 68 Hz 








J = 36 Hz 


9.10 


Singlet 


--NH 





DETD Comparison Between Amlodipine Nicotinate and Amlodipine 
Besylate 

DETD [0025] Amlodipine nicotinate was compare to amlodipine 
besylate in Table 2 as shown below: 

TABLE 2 



Comparative Studies Between Amlodipine Nicotinate and 
Amlodipine Besylate 

Stability 
Test (% of Sample 
Purity) 
(3 -week) 

pH Value 45° C. 75° C. (mg/ml) 



Solubility in 
Water at 
Room 

Temperature 



Amlodipine 6.09 99.6 97.8 2.0 

Besylate 

Amlodipine 5.34 99.7 99.2 6.0 

Nicotinate 

DETD [0026] As shown in Table 2, the aqueous solution of amlodipine 
nicotinate had a pH value of 5.34. In comparison, the pH value 
of the aqueous solution of amlodipine besylate was 6.09. 

DETD [0027] Amlodipine nicotinate also showed improved water 

solubility over amlodipine besylate. At the ambient temperature (room 
temperature of about 25° C), a saturated aqueous solution of 
amlodipine nicotinate contains about 6.0 mg of the chemical 
per mL of water. In comparison, a saturated aqueous solution of 
amlodipine besylate contains about 2.0 mg of the chemical per mL of 
water . 

DETD [0028] The stability of amlodipine nicotinate and amlodipine 
besylate was tested at 45° C. and 75° C. for 3 weeks. As 
shown in Table 2, at 45° C. , the stability of amlodipine 
nicotinate was similar to that of amlodipine besylate, both 
showed about 100% unchanged rates (99.7% vs. 99.6%, respectively). 
However, at 75° C, amlodipine nicotinate demonstrated 
better stability than amlodipine besylate (99.2% vs. 97.8%, 
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respectively) . 
CLM What is claimed is: 

1. A pharmaceutical composition comprising a dihyropyridine (DHP) class 
calcium channel blocker and a nicotinate salt thereof. 

4. The pharmaceutical composition according to claim 3, wherein said 
amlodipine and nicotinate are at a molar ratio of about 

1:1.008. 

5. The pharmaceutical composition according to claim 3, wherein more 
than 2 mg/ml of said nicotinate salt of amlodipine is 

dissolved in water at room temperature. 

6. The pharmaceutical composition according to claim 5, wherein about 6 
mg/ml of said nicotinate salt of amlodipine is dissolved in 

water at room temperature. 

7. The pharmaceutical composition according to claim 3, wherein said 
nicotinate salt of amlodipine is at pH between 5.0 and 6.0. 

9. A method for preparing the pharmaceutical composition according to 
claim 1 comprising: dissolving a free base amlodipine in a lower alkyl 
alcohol to form an amlodipine solution; adding nicotinate to 
the amlodipine solution to form the amlodipine nicotinate 
mixture; and slowly cooling down the amlodipine nicotinate 
mixture to 0° C. to form the pharmaceutica composition. 

13. The method according to claim 9, wherein said amlodipine 
nicotinate mixture is cooled down to 0° C. for a duration 
of about 1 hour. 



IT 



IT 



111470-99-6, Amlodipine besylate 

(pharmaceutical^ acceptable salt of amlodipine) 
59-67-6, Nicotinic acid, reactions 88150-42-9, Amlodipine 
(pharmaceutical^ acceptable salt of amlodipine) 
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US 2003199426 
US 2003-343570 
WO 2001-EP9007 



KIND 



DATE 



Al 20031023 
Al 20030519 
20010803 



(10) 



NUMBER 



DATE 
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DOCUMENT TYPE: 
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WO 2000-EP7533 20000803 

Utility 

APPLICATION 

Stroock & Stroock & Lavan, 180 Maiden Lane, New York, 

NY, 10038 

10 

1 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

AB The present invention refers to a pharmaceutical composition suitable 

for the transdermal or transmucosal administration of one or more active 
agents, in form of a gel or a solution, comprising as a permeation 
enhancers a combination of: a) saturated fatty alcohol of formula 
CH.sub.3-- (CH.sub.2) . sub . n- -CH . sub . 20H or saturated fatty acid 
CH.sub.3-- (CH.sub.2) . sub . n- -CH . sub . 2C00H wherein n is an integer number 
8*22, preferably 8*12, most preferably 10, or unsaturated fatty 
alcohol or fatty acid of formula: CH . sub . 3 (C . sub . nH . sub . 2 (n- 1 ) ) - -OH or 
CH.sub.3 (C.sub.nH.sub.2 (n-1) ) --C00H wherein n is an integer number 
8*22, b) a ternary vehicle or carrier consisting of a 
C . sub . 1*C . sub . 4 alkanol, a polyalcohol in particular propylenglycol 
and water, c) optionally also a monoalkyl ether of diethylenglycol . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0077] a) Hormones: estrogens such as 17 beta-Estradiol , Estradiol, 
Estradiol Benzoate, Estradiol 17 beta-Cypionate, Estriol, Estrone, 
Ethynil Estradiol, Mestranol, Moxestrol, Mytatrienediol , Polyestradiol 
Phosphate, Quinestradiol , Quinestrol, etc; progestogens such as 
Allylestrenol , Anagestone, Chlormadinone Acetate, Delmadinone Acetate, 
Demegestone, Desogestrel, Dimethisterone, Dydrogesterone , 
Ethynilestrenol , Ethisterone, Ethynodiol, Ethynodiol Diacetate, 
Flurogestone Acetate, Gestodene, Gestonorone Caproate, Haloprogesterone, 
17 -Hydroxy- 16 -methylene-progesterone, 17 alpha -Hydroxyprogesterone, 17 
alpha-Hydroxygesterone Caproate, Lynestrenol, Medrogestone, 
Medroxyprogesterone, Megestrol Acetate, Melengestrol , Norethindrone, 
Norethindrone Acetate, Norethynodrel , Norgesterone , Norgestimate, 
Norgestrel, Norgestrienone , 19-Norprogesterone, Norvinisterone, 
Pentagestrone, Progesterone, Natural Progesterone, Promegestone , 
Quingestrone, Trengestone, etc; androgens such as Fluoxymesterone , 
Testosterone, Testosterone derivatives such as: 17 -Methyltestosterone, 
Testosterone 17 beta-Cypionate, Testosterone Enanthate, Testosterone 
Nicotinate, Testosterone Pheynylacetate, Testosterone 
Propionate, etc. 

IT 50-28-2, Estradiol, biological studies 51-48-9, L-Thyroxine, biological 
studies 51-98-9, Norethindrone acetate 57-63-6, Ethynylestradiol 
57-83-0, Progesterone, biological studies 58-22-0, Testosterone 
511-70-6, Diethyl bromoacetamide 533-32-4, Isovaleryl diethylamide 
797-63-7, Levonorgestrel 9002-64-6, Parathyroid hormone 9007-12-9, 
Calcitonin 12794-10-4D, Benzodiazepine, derivs . 19356-17-3, 
Calcifediol 28981-97-7, Alprazolam 32838-26-9, Butoctamide 
88150-42-9, Amlodipine 111470-99-6, Amlodipine besylate 

(composition for transdermal and/or transmucosal administration of active 
compds. that ensures adequate therapeutic levels) 

L5 ANSWER 25 OF 3 0 US PAT FULL on STN 
ACCESSION NUMBER: 2003:232623 USPATFULL 

TITLE: Methods of treating or preventing a cardiovascular 

condition using a cyclooxygenase- 1 inhibitor 
INVENTOR(S): Krul, Elaine S., Warson Woods, MO, UNITED STATES 

NUMBER KIND DATE 



PATENT INFORMATION: US 2003162824 Al 20030828 

APPLICATION INFO. : US 2002-292255 Al 20021112 (10) 

NUMBER DATE 



PRIORITY INFORMATION: US 2001-338291P 20011113 (60) 

US 2001-331346P 20011112 (60) 
DOCUMENT TYPE: Utility 
FILE SEGMENT: APPLICATION 
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LEGAL REPRESENTATIVE: SENNIGER POWERS LEAVITT AND ROEDEL, ONE METROPOLITAN 

SQUARE, 16TH FLOOR, ST LOUIS, MO, 63102 
NUMBER OF CLAIMS: 83 
EXEMPLARY CLAIM: 1 
LINE COUNT: 1923 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Methods for treating or preventing one or more cardiovascular conditions 

in a subject comprising treating the subject with a therapeutically 
effective amount of a selective cyclooxygenase-1 inhibitor or a 
pharmaceutically-acceptable salt, tautomer or prodrug thereof alone or 
in combination with either a drug used in the treatment or prevention of 
a cardiovascular condition or a non-drug therapy used in the treatment 
of a cardiovascular condition. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0116] The disclosures of all such U.S. patents are incorporated herein 
by reference. Peripheral vasodilators within the scope of this invention 
include, but are not limited to: aluminum nicotinate, which 
may be prepared as disclosed in U.S. Pat. No. 2,970,082; bamethan, which 
may be prepared as disclosed in Corrigan et al . , Journal of the American 
Chemical Society, 1945, 67 1894; bencyclane, which may be prepared as 
disclosed above; betahistine, which may be prepared as disclosed in 
Walter et al . ; Journal of the American Chemical Society, 1941, 63, 2771; 
bradykinin, which may be prepared as disclosed in Hamburg et al . , Arch. 
Biochem. Biophys., 1958, 76 252; brovincamine, which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent Nos . 1,460,571; ciclonicate, 
which may be prepared as disclosed in German Patent No. 1910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above; 

CLM What is claimed is: 

59. The method of claim 56 wherein the peripheral vasodilator is 
selected from the group consisting of aluminum nicotinate, 
bamethan, bencyclane, betahistine, bradykinin, brovicamine, bufeniode, 
buflomedil, butalamine, cetiedil, ciclonicate, cinepazide, cinnarizine, 
cyclandelate, diisopropylamine dichloroacetate, eledoisin, fenoxedil, 
flunarizine, hepronicate, ifenprodil, iloprost, inositol niacinate, 
isoxsuprine, kallidin, kallikrein, moxisylyte, nafronyl, nicametate, 
nicergoline, nicof uranose, nylidrin, pentif ylline , pentoxifylline, 
piribedil, prostaglandin El, suloctidil, tolazoline, and 
xanthinolniacinate . 

IT 52-53-9, Verapamil 390-64-7, Prenylamine 3416-26-0, Lidoflazine 

6621-47-2, Perhexiline 15793-40-5, Terodiline 16662-47-8, Gallopamil 
21829-25-4, Nifedipine 31309-39-4, Medipine 39562-70-4, Nitrendipine 
42399-41-7, Diltiazem 55985-32-5, Nicardipine 63675-72-9, Nisoldipine 
64706-54-3, Bepridil 72509-76-3, Felodipine 75530-68-6, Nilvadipine 
75695-93-1, Isradipine 86780-90-7, Aranidipine 88150-42-9, 
Amlodipine 96125-53-0, Clentiazem 100427-26-7, Lercanidipine 
103890-78-4, Lacidipine 104713-75-9, Barnidipine 105979-17-7, 
Benidipine 111011-63-3, Efonidipine 116476-13-2, Semotiadil 
116644-53-2, Mibefradil 119413-55-7, Elgodipine 132203-70-4, 
Cilnidipine 

(calcium channel blocker; cyclooxygenase-1 inhibitor for treating or 
preventing cardiovascular conditions) 
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NUMBER 



US 2003050301 
US 2002-280388 
Division of Ser. 
2000, PENDING 



KIND 



DATE 



Al 20030313 
Al 20021025 (10) 
No. US 2000-727958, filed on 1 Dec 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 
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PATENT DEPARTMENT, 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB This invention is directed to methods, pharmaceutical compositions and 

kits comprising an aldose reductase inhibitor (ARI) , a prodrug thereof 
or a pharmaceutical^ acceptable salt of said ARI or said prodrug and an 
antihypertensive agent, a prodrug thereof or a pharmaceutically 
acceptable salt of said antihypertensive agent or said prodrug. This 
invention further relates to methods of using those pharmaceutical 
compositions for the treatment of diabetic complications such as 
diabetic neuropathy, diabetic nephropathy, diabetic retinopathy, 
myocardial infarction, cataracts and diabetic cardiomyopathy. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0073] Peripheral vasodilators within the scope of this invention 
include, but are not limited to: aluminum nicotinate, which 
may be prepared as disclosed in U.S. Pat. No. 2,970,082; bamethan, which 
may be prepared as disclosed in Corrigan et al . , Journal of the American 
Chemical Society, 1945, 67, 1894; bencyclane, which may be prepared as 
disclosed above; betahistine, which may be prepared as disclosed in 
Walter et al . ; Journal of the American Chemical Society, 1941, 63, 2771; 
bradykinin, which may be prepared as disclosed in Hamburg et al . , Arch. 
Biochem. Biophys . , 1958, 76, 252; brovincamine , which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent No. 1,460,571; ciclonicate, 
which may be prepared as disclosed in German Patent No. 1,910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above; 
cyclandelate, which may be prepared as disclosed above; diisopropylamine 
dichloroacetate, which may be prepared as disclosed above; eledoisin, 
which may be prepared as disclosed in British Patent No. 984,810; 
fenoxedil, which may be prepared as disclosed above; flunarizine, which 
may be prepared as disclosed above; hepronicate, which may be prepared 
as disclosed in U.S. Pat. No. 3,384,642; ifenprodil, which may be 
prepared as disclosed above; iloprost, which may be prepared as 
disclosed in U.S. Pat. No. 4,692,464; inositol niacinate, which may be 
prepared as disclosed in Badgett et al . , Journal of the American 
Chemical Society, 1947, 69, 2907; isoxsuprine, which may be prepared as 
disclosed in U.S. Pat. No. 3,056,836; kallidin, which may be prepared as 
disclosed in Biochem. Biophys. Res. Commun., 1961, 6, 210; kallikrein, 
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which may be prepared as disclosed in German Patent No. 1,102,973; 
moxisylyte, which may be prepared as disclosed in German Patent No. 
905,738; nafronyl, which may be prepared as disclosed above; nicametate, 
which may be prepared as disclosed above; nicergoline, which may be 
prepared as disclosed above; nicofuranose, which may be prepared as 
disclosed in Swiss Patent No. 366,523; nylidrin, which may be prepared 
as disclosed in U.S. Pat. Nos. 2,661,372 and 2,661,373; pentif ylline, 
which may be prepared as disclosed above; pentoxifylline, which may be 
prepared as disclosed in U.S. Pat. No. 3,422,107; piribedil, which may 
be prepared as disclosed in U.S. Pat. No. 3,299,067; prostaglandin 
E.sub.l, which may be prepared by any of the methods referenced in the 
Merck Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996, p. 1353; 
suloctidil, which may be prepared as disclosed in German Patent No. 
2,334,404; tolazoline, which may be prepared as disclosed in U.S. Pat. 
No. 2,161,938; and xanthinol niacinate, which may be prepared as 
disclosed in German Patent No. 1,102,750 or Korbonits et al . , Acta. 
Pharm. Hung., 1968, 38, 98. The disclosures thereof are incorporated 
herein by reference. 
IT 52-53-9, Verapamil 73-48-3, Bendrof lumethiazide 2609-46-3, Amiloride 
19216-56-9, Prazosin 21829-25-4, Nifedipine 35795-16-5, Trimazosin 
39562-70-4, Nitrendipine 42399-41-7, Diltiazem 55985-32-5, 
Nicardipine 63675-72-9, Nisoldipine 66085-59-4, Nimodipine 
72509-76-3, Felodipine 72956-09-3, Carvedilol 74191-85-8, Doxazosin 
75695-93-1, Isradipine 82159-09-9, Epalrestat 88150-42-9, 
Amlodipine 103890-78-4, Lacidipine 110703-94-1, Zopolrestat 
112733-06-9, Zenarestat 116644-53-2, Mibefradil 123122-54-3, 
Candoxatrilat 123122-55-4, Candoxatril 129688-50-2, Minalrestat 
129981-36-8, Sampatrilat 136087-85-9, Fidarestat 143162-65-6, SPR-210 
1673 05-00-2, Omapatrilat 

(compns. containing aldose reductase inhibitors and antihypertensive agents 
for treatment of diabetic complications) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB Pharmaceutical compositions containing phystosterols and/or blood flow 

stimulants are described to promote hair growth through stimulation of 
follicular cells, bulb cells and stem cells in the scalp to treat the 
condition of alopecia in humans and animals. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0019] The present invention relates to the field of stem cell, bulge 

cell or hair follicle stimulation and in particular to the field of hair 
growth stimulation. The hair growth formula has been described with 
reference to particular embodiments. Other modifications and 
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enhancements can be made without departing from the spirit and scope of 
the claims that follow. 



[Example 1] 

Ingredient Concentration p-sitosterol 10% 

Capsaicin 0.075% 
Dimethyl sulfoxide 5% 
Alcohol USP qs to 100% 

[t2] 

[Example 2] 

Ingredient Concentration p-sitosterol 10% 

Methyl nicotinate 0.3% 
Dimethyl sufloxide 5% 
Alcohol USP qs to 100% 

[t3] 

[Example 3] 

Ingredient Composition 
Methyl nicotinate 0.3 0% 

Dimethylsulf oxide 5% 
Alcohol USP qs to 100% 

[t4] 

[Example 4] 

Ingredient Concetration 
Capsaicin 0.075% 
Dimethyl suf oxide 5% 
Alcohol USP qs to 100% 

[t5] 

[Example 5] 9 

DETD [0021] The effectiveness of topical vasodilators or drugs that enhance 
blood flow to scalp tissues can be measured by many techniques. In this 
study we used the technique of monitoring blood flow and skin 
temperature using laser Doppler imaging as it has been successfully used 
to measure skeletal muscle blood flow at rest and during exercise in 
human subjects (Radergran, G., Proc . Nutr. Soc . , 58(4): 887-98, 1999) 
and to assess microcirculation (Eun, H. C. # 13(4): 337-47, 1995). In 
this invention we studied the effectiveness of capsaicin and methyl 
nicotinate in improving blood flow to follicular zone. 

CLM What is claimed is: 

2. A composition for stimulating the growth of hair by enhancing blood 
flow to scalp, comprising, in a pharmaceutical^ acceptable carrier, a 
solution of a potent rubefacient or a vasodilator compound, preferably 
capsaicin, methyl nicotinate or a known vasodilator in 

concentrations suitable to produce and maintain enhanced blood flow to 
scalp area. 

IT 50-60-2, Phentolamine 50-81-7, Vitamin C, biological studies 50-99-7, 
D-Glucose, biological studies 52-53-9, Verapamil 52-90-4, L-Cysteine, 
biological studies 55-63-0, Glyceryl trinitrate 56-89-3, L-Cystine, 
biological studies 57-06-7, Mustard oil 57-13-6, Urea, biological 
studies 57-50-1D, Sucrose, fatty acid esters 58-32-2, Dipyridamole 
58-61-7, Adenosine, biological studies 59-67-6D, Nicotinic acid, esters 
and salts 59-96-1, Phenoxybenzamine 63-68-3, L-Methionine , biological 
studies 64-17-5, Ethanol, biological studies 67-56-1, Methyl alcohol, 
biological studies 67-63-0, Isopropyl alcohol, biological studies 
67-68-5, Dimethyl sulfoxide, biological studies 68-12-2, 
N, N-Dimethylf ormamide , biological studies 68-19-9, Cyanocobalamin 
73-31-4, Melatonin 75-12-7, Formamide, biological studies 79-20-9, 
Methyl acetate 83-46-5, p-Sitosterol 86-54-4, Hydralazine 
89-78-1, Menthol 93-60-7, Methyl nicotinate 96-49-1, Ethylene 
carbonate 97-64-3, Ethyl lactate 100-51-6, Benzyl alcohol, biological 
studies 100-55-0, Nicotinyl alcohol 109-02-4, N-Methylmorpholine 
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109-89-7, Diethylamine, biological studies 110-91-8, Morpholine, 
biological studies 110-91-8D, Morpholine, derivs . 112-86-7, Erucic 
acid 113-15-5, Ergotamine 119-36-8, Methyl salicylate 120-93-4, 
2-Imidazolidinone 404-86-4, Capsaicin 497-26-7, 2 -Methyl - 1 , 3 - 
dioxolane 505-22-6, 1,3-Dioxane 626-68-6, 2 -Methyl - 1 , 3 -dioxane 
646-06-0, 1, 3-Dioxolane 745-65-3, Alprostadil 872-50-4, 
N-Methyl-2-pyrrolidone, biological studies 1131-64-2, Debrisoquine 
1406-18-4, Vitamin E 1934-21-0, Tartrazine 3812-32-6, Carbonate, 
biological studies 5551-77-9 5638-76-6, Betahistine 6493-05-6, 
Oxpentif ylline 7782-49-2, Selenium, biological studies 11103-57-4, 
Vitamin A 12001-76-2, Vitamin B 16051-77-7, Isosorbide mononitrate 
18494-60-5 19216-56-9, Prazosin 23869-24-1 36894-69-6 38304-91-5, 
Minoxidil 42399-41-7, Diltiazem 62571-86-2, Captopril 65141-46-0, 
Nicorandil 66085-59-4, Nimodipine 72509-76-3, Felodipine 
74191-85-8, Doxazosin 75847-73-3, Enalapril 76547-98-3, Lisinopril 
82834-16-0, Perindopril 85441-61-8, Quinapril 87333-19-5, Ramipril 
87679-37-6, Trandolapril 88150-42-9, Amlodipine 88768-40-5, 
Cilazapril 98048-97-6, Fosinopril 138402-11-6, Irbesartan 

(topical solns. containing phytosterol and rubefacient or vasodilator for 

treatment of alopecia) 
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INDEXING IS AVAILABLE FOR THIS PATENT. 

This invention is directed to methods, pharmaceutical compositions and 



NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS 
AB 



kits comprising an aldose reductase inhibitor (ARI ) , a prodrug thereof 
or a pharmaceutically acceptable salt of said ARI or said prodrug and an 
antihypertensive agent, a prodrug thereof or a pharmaceutically 
acceptable salt of said antihypertensive agent or said prodrug. This 
invention further relates to methods of using those pharmaceutical 
compositions for the treatment of diabetic complications such as 
diabetic neuropathy, diabetic nephropathy, diabetic retinopathy, 
myocardial infarction, cataracts and diabetic cardiomyopathy. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0073] Peripheral vasodilators within the scope of this invention 
include, but are not limited to: aluminum nicotinate, which 
may be prepared as disclosed in U.S. Pat. No. 2,970,082; bamethan, which 
may be prepared as disclosed in Corrigan et al . , Journal of the American 
Chemical Society, 1945, 67, 1894; bencyclane, which may be prepared as 
disclosed above; betahistine, which may be prepared as disclosed in 
Walter et al . ; Journal of the American Chemical Society, 1941, 63, 2771; 
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bradykinin, which may be prepared as disclosed in Hamburg et al., Arch. 
Biochem. Biophys . , 1958, 76, 252; brovincamine, which may be prepared as 
disclosed in U.S. Pat. No. 4,146,643; bufeniode, which may be prepared 
as disclosed in U.S. Pat. No. 3,542,870; buflomedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,895,030; butalamine, which may 
be prepared as disclosed in U.S. Pat. No. 3,338,899; cetiedil, which may 
be prepared as disclosed in French Patent Nos . 1,460,571; ciclonicate, 
which may be prepared as disclosed in German Patent No. 1,910,481; 
cinepazide, which may be prepared as disclosed in Belgian Patent No. 
730,345; cinnarizine, which may be prepared as disclosed above; 
cyclandelate, which may be prepared as disclosed above; diisopropylamine 
dichloroacetate , which may be prepared as disclosed above; eledoisin, 
which may be prepared as disclosed in British Patent No. 984,810; 
fenoxedil, which may be prepared as disclosed above; flunarizine, which 
may be prepared as disclosed above; hepronicate, which may be prepared 
as disclosed in U.S. Pat. No. 3,384,642; ifenprodil, which may be 
prepared as disclosed above; iloprost, which may be prepared as 
disclosed in U.S. Pat. No. 4,692,464; inositol niacinate, which may be 
prepared as disclosed in Badgett et al . , Journal of the American 
Chemical Society, 1947, 69, 2907; isoxsuprine, which may be prepared as 
disclosed in U.S. Pat. No. 3,056,836; kallidin, which may be prepared as 
disclosed in Biochem. Biophys. Res. Commun., 1961, 6, 210; kallikrein, 
which may be prepared as disclosed in German Patent No. 1,102,973; 
moxisylyte, which may be prepared as disclosed in German Patent No. 
905,738; nafronyl, which may be prepared as disclosed above; nicametate, 
which may be prepared as disclosed above; nicergoline, which may be 
prepared as disclosed above; nicof uranose , which may be prepared as 
disclosed in Swiss Patent No. 366,523; nylidrin, which may be prepared 
as disclosed in U.S. Pat. Nos. 2,661,372 and 2,661,373; pentif ylline, 
which may be prepared as disclosed above; pentoxifylline, which may be 
prepared as disclosed in U.S. Pat. No . 3 , 422 , 107 ; piribedil, which may be 
prepared as disclosed in U.S. Pat. No. 3,299,067; prostaglandin E.sub.l, 
which may be prepared by any of the methods referenced in the Merck 
Index, Twelfth Edition, Budaveri, Ed., New Jersey, 1996, p. 1353; 
suloctidil, which may be prepared as disclosed in German Patent No. 
2,334,404; tolazoline, which may be prepared as disclosed in U.S. Pat. 
No. 2,161,938; and xanthinol niacinate, which may be prepared as 
disclosed in German Patent No. 1,102,750 or Korbonits et al . , Acta. 
Pharm. Hung., 1968, 38, 98. The disclosures thereof are incorporated 
herein by reference. 
IT 52-53-9, Verapamil 73-48-3, Bendrof lumethiazide 2609-46-3, Amiloride 
19216-56-9, Prazosin 21829-25-4, Nifedipine 35795-16-5, Trimazosin 
39562-70-4, Nitrendipine 42399-41-7, Diltiazem 55985-32-5, 
Nicardipine 63675-72-9, Nisoldipine 66085-59-4, Nimodipine 
72509-76-3, Felodipine 72956-09-3, Carvedilol 74191-85-8, Doxazosin 
75695-93-1, Isradipine 82159-09-9, Epalrestat 88150-42-9, 
Amlodipine 103890-78-4, Lacidipine 110703-94-1, Zopolrestat 
112733-06-9, Zenarestat 116644-53-2, Mibefradil 123122-54-3, 
Candoxatrilat 123122-55-4, Candoxatril 129688-50-2, Minalrestat 
129981-36-8, Sampatrilat 136087-85-9, Fidarestat 143162-65-6, SPR-210 
1673 05-00-2, Omapatrilat 

(compns. containing aldose reductase inhibitors and antihypertensive agents 
for treatment of diabetic complications) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention provides cobalamin derivatives linked to a cardiovascular 

agent, as well as pharmaceutical compositions comprising the compounds 
and methods for using the compounds in treatment or diagnosis of a 
cardiovascular disease. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

DETD [0402] U.S. Pat. No. 5,639,885 entitled "Redox amino acids and peptides 
containing them;" U.S. Pat. No. 5,637,601 entitled "Anticholinergic 
compounds, compositions and methods of treatment;" U.S. Pat. No. 
5,624,894 entitled "Brain-enhanced delivery of neuroactive peptides by 
sequential metabolism;" U.S. Pat. No. 5,618,826 entitled 

"Anticholinergic compounds, compositions and methods of treatment;" U.S. 
Pat. No. 5,618,803 entitled "Targeted drug delivery via phosphonate 
derivatives;" U.S. Pat. No. 5,610,188 entitled "Anticholinergic 
compounds, compositions and methods of treatment;" U.S. Pat. No. 
5,525,727 entitled "Brain-specific drug delivery;" U.S. Pat. No. 
5,418,244 entitled "Anticholinergic compounds, compositions and methods 
of treatment;" U.S. Pat. No. 5,413,996 entitled "Targeted drug delivery 
via phosphonate derivatives;" U.S. Pat. No. 5,389,623 entitled "Redox 
carriers for brain-specific drug delivery;" U.S. Pat. No. 5,296,483 
entitled "Brain-specific analogues of centrally acting amines;" U.S. 
Pat. No. 5,258,388 entitled "Anticholinergic compounds, compositions and 
methods of treatment;" U.S. Pat. No. 5,231,089 entitled "Method of 
improving oral bioavailability of carbamazepine ; " U.S. Pat. No. 
5,223,528 entitled "Anticholinergic compounds, compositions and methods 
of treatment;" U.S. Pat. No. 5,187,158 Brain-specific drug delivery;" 
U.S. Pat. No. 5,177,064 entitled "Targeted drug delivery via phosphonate 
derivatives;" U.S. Pat. No. 5,155,227 entitled "Compounds for 
site-enhanced delivery of radionuclides;" U.S. Pat. No. 5,136,038 
entitled "Radiopharmaceuticals and chelating agents useful in their 
preparation;" U.S. Pat. No. 5,087,618 entitled "Redox carriers for 
brain-specific drug delivery;" U.S. Pat. No. 5,079,366 entitled 
"Quaternary pyridinium salts;" U.S. Pat. No. 5,053,215 entitled 
"NMR-assayable ligand-labeled trif luorothymidine containing composition 
and method for diagnosis of HSV infection;" U.S. Pat. No. 5,024,998 
entitled " Phannaceutical formulations for parenteral use;" U.S. Pat. No. 
5,017,618 entitled "Labile derivatives of ketone analogs of 
3 -substituted- l-alkylamino-2 -propanols and their use as beta-adrenergic 
blockers;" U.S. Pat. No. 5,017,566 entitled "Redox systems for 
brain-targeted drug delivery;" U.S. Pat. No. 5,008,257 entitled 
"Brain-specific drug delivery;" U.S. Pat. No. 5,002,935 entitled 
"Improvements in redox systems for brain- targeted drug delivery;" U.S. 
Pat. No. 4,983,586 entitled "Pharmaceutical formulations for parenteral 
use;" U.S. Pat. No. 4,963,688 entitled "Compounds for site-enhanced 
delivery of radionuclides and uses thereof;" U.S. Pat. No. 4,963,682 
entitled "Novel radiopharmaceuticals and chelating agents useful in 
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their preparation;" U.S. Pat. No. 4,933,438 entitled "Brain-specific 
analogues of centrally acting amines;" U.S. Pat. No. 4,900,837 entitled 
"Brain-specific drug delivery of steroid sex hormones cleaved from 
pyridinium carboxylates and dihydro-pyridine carboxylate precursors;" 
U.S. Pat. No. 4,892,737 entitled "Composition and method for enhancing 
permeability of topical drugs;" U.S. Pat. No. 4,888,427 entitled "Amino 
acids containing dihydropyridine ring systems for site-specific delivery 
of peptides to the brain;" 4,880,921 entitled "Brain-specific drug 
delivery;" 35. 4,863,911 entitled "Method for treating male sexual 
dysfunction;" U.S. Pat. No. 4,829,070 entitled "Novel redox carriers for 
brain-specific drug delivery;" U.S. Pat. No. 4,824,850 entitled 
"Brain-specific drug delivery;" U.S. Pat. No. 4,801,597 entitled 
"Certain inositol -nicotinate ester derivatives and polyionic 
complexes therefore useful for treating diabetes meuitus, hyperlipidemia 
and lactic acidosis;" U.S. Pat. No. 4,771,059 entitled "Brain-specific 
analogues of centrally acting amines;" U.S. Pat. No. 4,727,079 entitled 
"Brain-specific dopaminergic activity involving dihydropyridine 
carboxamides , dihydroquinoline and isoquinoline carboxamides ; " U.S. Pat. 
No. 4,540,564 entitled "Brain-specific drug delivery;" and U.S. Pat. No. 
4,479,932 entitled "Brain-specific drug delivery" to Nicholas S. Bodor, 
et al . , disclose several biodegradable linkers that target the brain. 
For example, a lipoidal form of dihydropyridine pyridinium salt redox 
carrier, DHC, linked to a centrally acting drug which can be reduced and 
biooxidized to pass through the blood brain barrier. The dihydropyridine 
nucleus readily and easily penetrates the blood brain barrier in 
increased concentrations; furthermore, the in vivo oxidation of the 
dihydropyridine moiety to the ionic pyridinium salts thereby prevents 
its elimination from the brain, while elimination from the general 
circulation is accelerated, resulting in a prolongedly sustained 
brain-specific drug activity. This dihydropyridine can be incorporated 
into the linkers set forth above for biodegradation . 
50-54-4D, Quinidex, cobalamin conjugates 50-60-2D, Regitine, cobalamin 
conjugates 50-78-2D, Ecotrin, cobalamin conjugates 51-06-9D, 
Procanbid, cobalamin conjugates 51-43 -4D, Ana-Kit, cobalamin conjugates 
52-01-7D, Aldactone, cobalamin conjugates 54-31-9D, Lasix, cobalamin 
conjugates 58-32-2D, Persantine, cobalamin conjugates 58-54-8D, 
Edecrin, cobalamin conjugates 58-61-7D, Adenocard, cobalamin 
conjugates, biological studies 58-93-5D, Microzide, cobalamin 
conjugates 58-94-6D, Diuril, cobalamin conjugates 59-67-6D, Niaspan, 
cobalamin conjugates 59-96-1D, Dibenzyline, cobalamin conjugates 
61-16-5D, Vasoxyl, cobalamin conjugates 67-43 -6D, DPTA, conjugates 
68-19-9D, Cyanocobalamin, cobalamin conjugates 77-36-1D, Thalitone, 
cobalamin conjugates 87-33 -2D, Dilatrate SR, cobalamin conjugates 
120-97-8D, Daranide, cobalamin conjugates 129-06-6D, Coumadin, 
cobalamin conjugates 135-07-9D, Enduron, cobalamin conjugates 
318-98-9D, Inderal, cobalamin conjugates 346-18-9D, Renese, cobalamin 
conjugates 364-98-7D, Hyperstat, cobalamin conjugates 396-01-OD, 
Dyrenium, cobalamin conjugates 434-07-1D, Oxymetholone, cobalamin 
conjugates 555-30-6D, Aldomet, cobalamin conjugates 637-07-OD, 
Atromid-S, cobalamin conjugates 672-87-7D, Demser, cobalamin conjugates 
826-39-1D, Inversine, cobalamin conjugates 959-24-OD, Betapace, 
cobalamin conjugates 2016-88-8D, Midamor, cobalamin conjugates 
2508-79-4D, Aldomet ester hydrochloride, cobalamin conjugates 
4205-90-7D, Catapres -TTS , cobalamin conjugates 4205-91-8D, Catapres, 
cobalamin conjugates 5370-01-4D, Mexitil, cobalamin conjugates 
6500-81-8D, Sodium Edecrin, cobalamin conjugates 7054-25-3D, 
Quinaglute, cobalamin conjugates 7085-44-1D, cobalamin conjugates 
8055-35-4D, Diupres, cobalamin conjugates 9005-49-6D, Heparin, 
cobalamin conjugates 9010-77-9D, Primacor, cobalamin conjugates 
11041-12-6D, LoCholest, cobalamin conjugates 13981-56-1D, Fluorine 18, 
cobalamin-cardiovascular agent conjugates labeled with, biological 
studies 14133-76-7D, Technetium 99, conjugates of complexes, biological 
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studies 14158-30-6D, Iodine 124, cobalamin-cardiovascular agent 
conjugates labeled with, biological studies 14333-33-6D, Carbon 11, 
cobalamin-cardiovascular agent conjugates labeled with, biological 
studies 14391-32-3D, Gadolinium 157, conjugates of complexes, 
biological studies 15715-08-9D, Iodine 123, cobalamin-cardiovascular 
agent conjugates labeled with, biological studies 15750-15-9D, Indium 
111, conjugates of complexes, biological studies 15765-38-5D, Bromine 
76, cobalamin-cardiovascular agent conjugates labeled with, biological 
studies 17560-51-9D, Mykrox, cobalamin conjugates 19237-84-4D, 
Minipress, cobalamin conjugates 19774-82-4D, Pacerone, cobalamin 
conjugates 20830-75-5D, Lanoxicaps, cobalamin conjugates 21829-25-4D, 
Adalat CC, cobalamin conjugates 22059-60-5D, Norpace, cobalamin 
conjugates 22195-34-2D, Guanadrel sulfate, cobalamin conjugates 
24937-49-3D, cobalamin-drug conjugates 24991-23-9D, cobalamin-drug 
conjugates 25104-12-5D, Poly-L-ornithine, cobalamin-drug conjugates 
25248-98-0D, Poly-L-leucine, cobalamin-drug conjugates 25322-63-8D, 
Poly-L-leucine, cobalamin-drug conjugates 25513-46-6D, Poly-L-glutamic 
acid, cobalamin-drug conjugates 25608-40-6D, Poly-L-aspartic acid, 
cobalamin-drug conjugates 25619-78-7D, Poly-L- tyrosine , cobalamin-drug 
conjugates 25667-16-7D, cobalamin-drug conjugates 25812-30-OD, Lopid, 
cobalamin conjugates 25821-52-7D, Poly-L- serine, cobalamin-drug 
conjugates 25821-94-7D, Poly-L-serine , cobalamin-drug conjugates 
26062-48-6D, Poly-L-histidine , cobalamin-drug conjugates 26063-13-8D, 
Poly-L-aspartic acid, cobalamin-drug conjugates 26854-81-9D, 
cobalamin-drug conjugates 26921-17-5D, Blocadren, cobalamin conjugates 
27555-34-6D, Cardioquin, cobalamin conjugates 29110-48-3D, Tenex, 
cobalamin conjugates 29122-68-7D, Tenormin, cobalamin conjugates 
29560-58-5D, Ethmozine, cobalamin conjugates 32780-64-6D, Normodyne, 
cobalamin conjugates 33402-03-8D, Aramine, cobalamin conjugates 
34183 -22-7D, Propafenone hydrochloride, cobalamin conjugates 
34381-68-5D, Sectral, cobalamin conjugates 37296-80-3D, Colestid, 
cobalamin conjugates 38363-32-5D, Levatol , cobalamin conjugates 
43218-56-0D, ProAmatine, cobalamin conjugates 49745-95-1D, Dobutrex, 
cobalamin conjugates 51781-21-6D, Cartrol, cobalamin conjugates 
53609-61-3D, Poly-L- lysyl -L-phenylalanine , cobalamin-drug conjugates 
53885-35-1D, Ticlopidine hydrochloride, cobalamin conjugates 
54143-56-5D, Tambocor, cobalamin conjugates 54527-84-3D, Cardene, 
cobalamin conjugates 56211-40-6D, Demadex, cobalamin conjugates 
56392-17-7D, Lopresor, cobalamin conjugates 58391-37-0D, Questran, 
cobalamin conjugates 58579-51-4D, Anagrelide hydrochloride, cobalamin 
conjugates 61849-14-7D, Flolan, cobalamin conjugates 62571-86-2D, 
Captopril, cobalamin conjugates 63074-08-8D, Hytrin, cobalamin 
conjugates 63659-19-8D, Kerlone, cobalamin conjugates 63675-72-9D, 
Sular, cobalamin conjugates 66085-59-4D, Nimotop, cobalamin conjugates 
67227-57-0D, Corlopam, cobalamin conjugates 68099-86-5D, Vascor, 
cobalamin conjugates 69136-74-9D, Aldoril, cobalamin conjugates 
71395-14-7D, Tonocard, cobalamin conjugates 72509-76-3D, Plendil, 
cobalamin conjugates 72956-09-3D, Coreg, cobalamin conjugates 
75330-75-5D, Mevacor, cobalamin conjugates 75695-93-1D, DynaCire, 
cobalamin conjugates 76095-16-4D, Vasotec, cobalamin conjugates 
76420-72-9D, Enalaprilat, cobalamin conjugates 76547-98-3D, Lisinopril, 
cobalamin conjugates 79902-63-9D, Zocor, cobalamin conjugates 
81131-70-6D, Pravachol, cobalamin conjugates 81161-17-3D, Brevibloc, 
cobalamin conjugates 82586-52-5D, Univasc, cobalamin conjugates 
82586-55-8D, Accupril, cobalamin conjugates 82822-12-6D, 
Poly-L-threonine, cobalamin-drug conjugates 84057-89-6D, Minizide, 
cobalamin conjugates 86541-74-4D, Lotensin, cobalamin conjugates 
87333-19-5D, Altace, cobalamin conjugates 87679-37-6D, Trandolapril , 
cobalamin conjugates 88889-14-9D, Fosinopril sodium, cobalamin 
conjugates 93957-55-2D, Lescol, cobalamin conjugates 100286-97-3D, 
Primacor, cobalamin conjugates 104344 -23 -2D, Zebeta, cobalamin 
conjugates 111470-99-6D, Norvasc, cobalamin conjugates 
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113427-24-0D, Epogen, cobalamin conjugates 120202-66 -6D, Plavix, 



cobalamin conjugates 
122647 -3 2 -9D, Corvert, 
cobalamin conjugates 
13 4 523-03-8D, Lipitor, 
cobalamin conjugates 



121181-53-1D, Neupogen, cobalamin conjugates 
cobalamin conjugates 123774-72- ID, Leukine, 
124750-99-8D, Cozaar, cobalamin conjugates 
cobalamin conjugates 137862-53-4D, Diovan, 
138402-11-6D, Avapro, cobalamin conjugates 
142373 -60-2D, Aggrastat, cobalamin conjugates 143201-11-OD, Baycol , 
cobalamin conjugates 143653 -53 -6D, ReoPro, cobalamin conjugates 
145040-37-5D, Atacand, cobalamin conjugates 188627-80-7D, Integrilin, 
cobalamin conjugates 376629-00-4D, Trinsicon, cobalamin conjugates 
376634-04-7D, Aldoclor, cobalamin conjugates 376634 - 05 - 8D, Clorpres, 
cobalamin conjugates 376634 -06-9D, Hydropres, cobalamin conjugates 
(cobalamin compds . useful as cardiovascular agents and as imaging 
agents) 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention discloses a novel and improved pharmaceutical 

salt, nicotinate, of amlodipine having the following formula: 
##STR1## 



The present invention also discloses methods for preparing and using the 
same . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The present invention discloses a novel and improved pharmaceutical 

salt, nicotinate, of amlodipine having the following formula: 
##STR1## 

SUMM The present invention relates to a pharmaceutical composition containing 
the nicotinate salt of amlodipine. The pharmaceutical 

composition can be used as an antihypertensive or antiischemic agent. 
The present invention also relates to a method of preparing the 
pharmaceutical composition. 

SUMM In the invention to be presented in the following sections, a novel and 
improved pharmaceutically acceptable salt form of amlodipine is 
described. The preferred pharmaceutically acceptable salt is 
nicotinate. Nicotinate is the salt form of nicotinic 

acid, an essential water soluble vitamin which is best known for its 
effect on pellagra and as a component of NADP and NAD. The 
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nicotinate salt of amlodipine demonstrates stability, 
non-hygroscopicity and processability similar to those of amlodipine 
besylate. The solubility of amlodipine nicotinate is far 
better than that of amlodipine besylate. 

SUMM The present invention provides a pharmaceutical compound which contains 
a nicotinate salt of a dihydropyridine (DHP) class calcium 
channel blocker drug. Optionally, the pharmaceutical compound is in 
admixture with excipients. The preferred DHP class calcium channel 
blocker is amlodipine. The preferred amlodipine nicotinate 
contains amlodipine and nicotinate at a molar ratio of about 
1:1. The solubility (in water at room temperature) of the 
nicotinate salt of amlodipine is more than 2 mg/ml, preferably 
at about 6 mg/ml. The pH value of the nicotinate salt of 
amlodipine is at about 5.0 and 6.0. A pharmaceutical composition of the 
present invention containing the nicotinate salt of a DHP 
class calcium channel blocker can be in the form of tablets, capsules, 
and/or sterile aqueous solutions. 

SUMM The present invention also provides a method for preparing the 

pharmaceutical compound, which includes the steps of: (1) dissolving a 
free base amlodipine in a lower alkyl alcohol to form an amlodipine 
solution; (2) adding nicotic acid to the amlodipine solution to form the 
amlodipine nicotinate mixture; and (3) slowly cooling down the 
amlodipine nicotinate mixture to 0° C. to form the 
pharmaceutical compound . 

SUMM The lower alkyl alcohol used for solubilizing the free base amlodipine 
includes, but is not limited to, methanol, ethanol, propanol, 
isopropanol, butanol, isobutanol, pentanol, and isopentanol. The 
preferred lower alkyl alcohol is ethanol. It is preferred to disslove 
the free base amlodipine in ethanol with heat (at 30° C.--the 
reflux temp of selected solvent) and stirring. After the addition of the 
nicotinate to the dissolved amlodipine solution, the amlodipine 
nicotinate mixture is gradually cooled down to 0° C. in 
about 1 hour. 



SUMM The amlodipine nicotinate mixture is further purified by 

filtration using conventional method (s) and commercially available 
filtration device or filters. The filtered amlopidine nicotinate 
is further washed with ethyl acetate and dried under reduced pressure 
(at 25° C. and 760 mm-Hg) . 

SUMM The amlodipine nicotinate of the present invention has a 
chemical structure as shown below: ##STR2## 

SUMM The nicotinate salt of amlodipine of the present invention was 

prepared by first placing the amlodipine free base in ethanol or an 
aqueous ethanolic mixture. The ethanol mixture was then heated with 
stirring until the solid was completely dissolved. Nicotinic acid was 
added to the resultant solution and the mixture was slowly cooled down 
to 0° C. for about 1 hour. The solids formed were collected by 
filtration, and further washed with ethyl acetate. The final product of 
the present invention was obtained by drying under reduced pressure. 

DETD Preparation of Nicotinate Salt of Amlodipine 

DETD Amlodipine free base (4.09 g) was added to 40 mL of ethanol. The mixture 
was heated at reflux and stirred until the solid was completely 
dissolved. Nicotinic acid (1.23 g) was added to the amlodipine solution 
and then the mixture was slowly cooled down to 0° C. within one 
hour. The solids formed were isolated by filtration, washed with ethyl 
acetate and dried under reduced pressure to yield 4.51 g of amlodipine 
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nicotinate . 

DETD Identification of Nicotinate Salt of Amlodipine 

DETD The nicotinate salt of amlodipine of present invention was 

identified using the proton (.sup.lH) and carbon-13 (.sup.l3C) nuclear 
magnetic resonance (NMR) spectroscopy. The . sup.lH-NMR chemical shifts 
of the chemical in deuterated chloroform (CDC1 . sub . 3 -d) are tabulated in 
Table 1: 

DETD 
TABLE 1 

Identification of Nicotinate Salt of Amlodipine by Proton (.sup.lH) 
and 

Carbon-13 (.sup.l3C) Nuclear Magnetic Resonance (NMR) Spectroscopy 
Chemical Shift (ppm) Multiplicity Functional Group 

1.08 Triplet - -OCH . sub . 2CH . sub . 3 J = 7.1 

2.13 Singlet --CH.sub.3 

3.14 Multiplet --OCH.sub.2CH.sub.2NH.sub.2 
3.49 Singlet --OCH.sub.3 

3.70 Multiplet - -OCH . sub . 2CH . sub . 2NH . sub . 2 
3.93 Multiplet - -OCH . sub . 2CH . sub . 3 
4.61 Quartet - -C- -CH . sub . 2 - -0 J = 9.2 
5.52 Singlet --C--C--H 
6.62-7.24 Multiplet --Ar--H, 8H 
7.78 Singlet --NH 

8.14-8.50 double duplet --NH.sub.2 J » 68 Hz, 

J = 36 Hz 
9.10 Singlet --NH 

DETD Comparison Between Amlodipine Nicotinate and Amlodipine 
Besylate 

DETD Amlodipine nicotinate was compared to amlodipine besylate in 
Table 2 as shown below: 

DETD 
TABLE 2 

Comparative Studies Between Amlodipine Nicotinate and 
Amlodipine Besylate 

Stability Solubility in 

Test (% of Sample Water at 

Purity) Room 

(3 -week) Temperature 

pH Value 45° C. 75° C. (mg/ml) 

Amlodipine 6.09 99.6 97.8 2.0 
Besylate 

Amlodipine 5.34 99.7 99.2 6.0 
Nicotinate 

DETD As shown in Table 2 # the aqueous solution of amlodipine 

nicotinate had a pH value of 5.34. In comparison, the pH value 
of the aqueous solution of amlodipine besylate was 6.09. 

DETD Amlodipine nicotinate also showed improved water solubility 

over amlodipine besylate. At the ambient temperature (room temperature 
of about 25° C), a saturated aqueous solution of amlodipine 
nicotinate contains about 6.0 mg of the chemical per mL of 
water. In comparison, a saturated aqueous solution of amlodipine 
besylate contains about 2.0 mg of the chemical per mL of water. 

DETD The stability of amlodipine nicotinate and amlodipine besylate 
was tested at 45° C. and 75° C. for 3 weeks. As shown in 
Table 2, at 45° C, the stability of amlodipine 
nicotinate was similar to that of amlodipine besylate, both 
showed about 100% unchanged rates (99.7% vs. 99.6%, respectively). 
However, at 75° C. , amlodipine nicotinate demonstrated 
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better stability than amlodipine besylate (99.2% vs. 97.8%, 
respectively) . 
CLM What is claimed is: 

1. A pharmaceutical compound comprising a nicotinate salt of a 
dihydropyridine (DHP) class calcium channel blocker. 

4. The pharmaceutical compound according to claim 3, wherein said 
nicotinate salt of amlodipine has a solubility of more than 2 
mg/ml in water at room temperature. 

5. The pharmaceutical compound according to claim 4, wherein said 
nicotinate salt of amlodipine has a solubility of about 6 mg/ml 
in water at room temperature. 

6. The pharmaceutical compound according to claim 3, wherein said 
nicotinate salt of amlodipine is at pH between 5.0 and 6.0. 

8. A method for preparing the pharmaceutical compound according to claim 
3, comprising: dissolving a free base amlodipine in a lower alkyl 
alcohol to form an amlodipine solution; adding nicotinate to 
the amlodipine solution to form the amlodipine nicotinate 
mixture; and slowly cooling down the amlodipine nicotinate 
mixture to 0° C. to form the pharmaceutical compound. 

12. The method according to claim 8, wherein said amlodipine 
nicotinate mixture is cooled down to 0° C. for a duration 
of about 1 hour. 

111470-99-6, Amlodipine besylate 

(pharmaceutical^ acceptable salt of amlodipine) 
59-67-6, Nicotinic acid, reactions 88150-42-9, Amlodipine 
(pharmaceutically acceptable salt of amlodipine) 
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